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in over five years of clinical use and 
more than 750 published clinical studies 


Effective 


for relief of anxiety and tension 


Outstandingly Safe 


* simple dosage schedule produces rapid, reliable 
tranquilization without unpredictable excitation 


* no cumulative effects, thus no need for difficult 
dosage readjustments 


* does not produce ataxia, change in appetite or libido 


* does not produce depression, Parkinson-like symptoms, 
jaundice or agranulocytosis 


* does not impair mental efficiency or normal behavior 


Miltown: 


meprobamate (Wallace) 


Usual dosage: One or two 400 mg. tablets t.i.d. 


Supplied: 400 mg. scored tablets, 200 mg. sugar-coated 
tablets; or as MEPROTABS*— 400 mg. unmarked, coated tablets. 


(i WALLACE LABORATORIES / Cranbury, N. J. 
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in the disturbed patient... 


UNTROUBLED 
SLEEP 


NOLUDAR induces quiet sleep, even in patients 
with organic psychosis who have severe 
sleep resistance. Nighttime distortions and 
fears usually disappear; pre-sleep disorien- 
tation and agitation are reduced. NoLUDAR 
does not modify the c&c of the waking pa- 
tient nor significantly alter the tracings of 
physiologic sleep. Further, NOLUDAR does 
not depress abnormal brain-wave activity. 
To provide sound, restful sleep without sac- 
rificing safety, without prolonging awaken- 
ing time, without altering the natural sleep 
pattern, specify NoLUDAR, the non-barbitu- 
rate hypnotic. 


NOLUDAR 300 


Brand of Methypryion 300-mg CAPSULES 


NON-BARBITURATE HYPNOTIC 


When a gentler hypnotic effect is desired, 

NOLUDAR 200 (200-mg tablets). For daytime 

sedation, NOLUDAR 50 (50-mg tablets). 
ROCHE LABORATORIES 


Division of Hoffmann-La Roche Inc. 
Nutley 10, New Jersey 
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To restore stability 
during the declining years 


Tofranil 


Thymoleptic 


for geriatric 


Recent studies" 
_underlying depression as a causative 
factor, and Tofranil as an eminently - 
successful agent, in restoring the difficult 
geriatric patient to a more contented fra 
_of mind and more manageable disposi 


Cameron, : The Use of Tofranil in 
the Aged, Canad. Psychiat. A. J. Special _ 
Supplement, 4: $160, 1959. 2. Christe, I 
Indications for Tofranil i in Geriatrics, 
Schweiz. med. Wchnschr. 90:586, 15 
3. Schmied, J., and Ziegler, A.: Tofra 
‘Geriatrics, :472, 1960. 


depression: ’ Tofranil tablets of 25 
‘and ampuls of 
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should be deposited with the Secretary during the meetings, or sent to the New York office 
promptly afterward. Do not deposit carbon copies. 
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1. Vander Veer, A. H., and Reese, H. H.: Am. J. Psychiat., 95: 271, Sept. 1938. 
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Articles appearing in this Journal do not necessarily reflect the official attitude of The American 
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The subscription rates are $12.00 to the volume: Canadian subscriptions $12.50; foreign 
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Americas, New York 20, N. Y. 


Editorial communications, books for review, and exchanges should be addressed to the Editor, 
Dr. Clarence B. Farrar, 216 St. Clair Avenue, West, Toronto 5, Ontario, Canada. 
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The physician listens to a tense, nervous 
patient discuss her emotional problems. To 
help her, he prescribes Meprospan (400 mg.), 
the only continuous-release form of mepro- 
bamate. 


She stays calm while on Meprospan, even 
under the pressure of busy, crowded super- 
market shopping. And she is not likely to 
experience any autonomic side reactions, 
sleepiness or other discomfort. 


wl, 

Relaxed, alert, attentive ...she is able to 
listen carefully to P.T.A. proposals. For 
Meprospan does not affect either her mental 
or her physical efficiency. 


The patient takes one Meprospan-400 capsule 
at breakfast. She has been suffering from 
recurring states of anxiety which have no 
organic etiology. 


She takes another capsule of Meprospan-400 
with her evening meal. She has enjoyed sus- 
tained tranquilization all day—and has had no 
between-dose letdowns. Now shecan enjoy sus- 
tained tranquilization all through the night. 


Peacefully asleep ... she rests, undisturbed 
by nervousness or tension.*(Samples and 
literature on Meprospan available from 
Wallace Laboratories, Cranbury, N. J.) 
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There IS an answer... 
when COSTS are important! 


THE BROWN SCHOOLS for mentally retarded and emotionally disturbed 


persons from infancy to maturity* 


WM Older retarded persons (21 yrs. and over)—$230 monthly tuition; 
HMM Retarded children (infancy to 21 yrs.) —$230 to $280 monthly tuition; 


HME Emotionally disturbed children and adolescents (8-18 yrs.)—$280 monthly tuition 
plus $100 per month individual therapy. 


Paul L. White, M. D., Medical and Psychiatric Director 


For a detailed catal describing The 
roun Schools in both text and photo- 
graphs to: 
Mrs. Nova Lee ww Registrar 
Dept. C-O P.O. Box 4008 
Austin 51, Texas 


Austin and San Marcos, Texas © Founded in 1940 © Six separate resident centers 
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Trilafon 


perphenazine 


symptomatic control of overactivity 
in psychopathological states 


TRILAFON —the phenothiazine which induces rapid response and 


early alteration of undesirable behavior—minimizes the problem of 


sedation and lethargy 
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perphenazine 


restores productivity and spontaneit 
without incurring tolerance or habituation 


of 
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brand of biperiden 


PARKINSON’S DISEASE 


postencephalitic — idiopathic — arteriosclerotic 


DRUG-INDUCED EXTRAPYRAMIDAL DISORDERS 


parkinsonism — dyskinesia — akathisia 


MUSCULAR SPASTICITY NOT RELATED TO PARKINSONISM 


ACTION Frequently diminshes akinesia, rigidity, and tremor 
with subsequent improvement in coordinated move- 
ment, gait, and posture. Masklike face disappears. 
Salivation and oily skin are decreased. Oculogyric 
crises are often lessened in intensity and frequency. 


SIDE EFFECTS Minimum (mainly dry mouth or blurred vision). 


DOSAGE Individual adjustment of dosage is necessary in all 
instances. Dose range extends from 2 mg. tc 24 mg. 
daily, in divided doses. 


AVAILABLE Supplied as the hydrochloride salt, 2 mg. bisected tab- 
lets, bottles of 100 and 1000. 


Complete information furnished upon request. 


KNOLL PHARMACEUTICAL COMPANY 
(formerly Bilhuber-Knoll Corp.) 
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_ AN OFFICIALLY APPROVED INSTRUMENT 
| WHICH HAS ALSO WON 


POPULAR APPROVAL 


UNEQUALLED EASE 
OF OPERATION 


in 
A.C. SHOCK THERAPY 


SAFE 

The Mot-ac 1, provides the highest degree of complete electrical 
isolation, by far exceeding official code requirements, to assure the 
maximum in safe operation. 


EFFECTIVE 

Clinical results have been uniformly excellent. Side effects are auto- 
matically reduced. The MoL-ac 11 is acclaimed internationally by lead- 
ing physicians and institutions. 


AUTOMATIC 
The Mot-ac 11 provides a highest initial current to initiate seizure 
ttern with an automatic reduction to safe low voltage in every case. 
nstantly and automatically re-set for repeated treatments. With the 
Mo--ac 11, doctors report they are now certain of full seizure each 
treatment even with large doses of muscle relaxants. 


EASY TO USE 


Controls are simplified — one 3-position current intensity dial and 
one treatment switch. Just plug in ordinary AC current and the MoL-ac 
11 is ready for immediate use. The Mot-ac 1 has a handsome walnut 
case. Attractively priced at $100.00 complete with finest physician’s 
bag of genuine leather and attachments. 


DURABLE 
Ingenious design with only one moving part. Remarkable freedom 
service requirement. 


Reiter leads in progressive research. 


REUBEN REITER, Sc.D 


64 WEST 48th STREET, NEW YORK 36, N. Y. 
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CONTROL 


drug-induced extrapyramidal symptoms 


—permits continued ataractic therapy without interruption due to incapacitating side effects 


paralysis agitans 


—permits the patient to live a more normal life 


brand Procyclidine Hydrochloride 


clinical appraisals 


“Kemadrin has a definite place in the control and management of 
drug-induced parkinsonism.” ' 


“This appears to be [a] drug of choice in combating the akathisia 
syndrome: 57% responded favorably and lost practically all of the 
unpleasant symptoms that characterize this condition.” * 


“... it proved a worthy addition to the therapy of parkinsonism because 
it afforded relief to many patients who had failed to respond to other 
drugs.” 


“..Kemadrin, shows promise of definite value in the armamentarium 
of the physician in the treatment of Parkinsonism, especially in those 
cases which have not responded to other drugs.” * 


1. Konchegul, L.: M. Ann. D. of C. 27:405 (Aug.) 1958. 
. 2. Kruse, W.: Dis. Nerv. System 21:79 (Feb.) 1960. 
3. Zier, A. and Doshay, L. J.: Neurology 7:485 (July) 1957. 
4. Lerner, P. F.: J. Nerv. & Ment. Dis. 123:79 (Jan.) 1956. 


Complete literature available on request. 


& BURROUGHS WELLCOME & CO. (U.S.A.) INC., Tuckahoe, New York 
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Why Deprol is the first drug 


to use in depressions 


Clinical reports indicate that many depressions can be 
relieved by Deprol and psychotherapy, without recourse 
to more hazardous drugs or EST. 


Deprol relieves the patient’s related anxiety, insomnia 
and anorexia without danger of overstimulation, 

thus permitting better rapport to be established sooner, 
and facilitating more effective treatment. 


Deprol acts without undue delay. Its effect can be 
determined quickly. If unusual cases require additional 
or alternative therapy, this will be quickly discernible. 


Deprol can be controlled — there is no lag period of 

a week or two over which drug effects continue after 
medication is stopped. In cases where alternative 
therapy may be needed, it can be started at once. 


Deprol is safe — does not produce liver damage, 
hypotension, psychotic reactions or changes in sexual 
function; does not interfere with other drug therapies. 


Bibliography (11 clinical studies, 764 patients) : 


® 

A A 1. Alexander, L. (35 patients). Chemotherapy of depression - 
Use of meprobomate combined with benactyzine (2-diethy! 
aminoethyl benzilote) hydrochloride. J.A.MA. 166:1019, March 
1, 1958. 2. Bateman, J. C. and Carlton, H. N. (50 patients) 
Me 


wrobomote and benactyzine hydrochloride (Depro!) as od 
benactyzine + meprobamote junctive therapy for patients with eg cancer 

Med. & Clin. Therapy 6:648, Nov. 1959. 3. Bell, J 
H., Sonty, A. and Pulito, F. (77 patients}. Treatment of depres- 
sive stotes in office practice. Dis. Nerv. System 20 263, June 
i i 1959. 4. Breitner, C. (3! patients): On mento! depressions 
Composition: Each tablet contains 
1 mg. 2-diethylaminoethy] benzilate man, M. (50 patients}. Choosing the sight drug for the 
potient ibmitted for publication, . McClure, 
hydrochloride (benactyzine HCl) and Papos, N. Speore, G. S., Palmer, E., Slattery, J. J, 
400 mg. meprobamate. Konefal, S. H., Henken, B. S., Wood, C. A. and Ceresio, G. B 
(128 potients). Treatmert of depression—New technics ond 
Supplied: Bottles of 50 light-pink, theropy. Am. Pract. & Digest! Treat. 101525, Sept. 1959 
7. Pennington, V. M. (135 potients): Meprobomate-benactyzine 
scored tablets. (Depro!} in the treatment of chronic brain syndrome, schizo- 
. . phrenio ond senility. J. Am. Geriatrics Soc. 7.656, Aug. 1959 
Dosage: Usual starting dose is 1 tablet 8. Rickels, K. ond Ewing, J. H. (35 patients). Depro! in depres- 
; : sive conditions. Dis. Nerv. System 20.364, (Section One), Aug 
q.i.d. When necessary, this dose may 1959. 9. Ruchwarger, A. (87 patients): Use of Depro! (mepro- 
be gradually increased up to bomate combined with benactyzine hydrochloride) in the 
bl ts : d office treatment of depression. M. Ann. District of Columbio 
3 ta e q.1. ° 28.438, Aug. 1959. 10. Sette!, E. (52 potients}. Treatment of 
depression in the elderly with a meprobomate-benactyzine 
hydrochloride combination (Depro!). Antibiotic Med. & Clin 
Therapy 7:28, Jan. 1960. 11. Splitter, S. R. (84 patients): The 
core of the anxious and the depressed. Submitted for pub- 


92, WALLACE LABORATORIES lication, 1959. 
Cranbury, N. J. 
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SAFER ELECTROSHOCK THERAPY 
ultra-short-acting 
skeletal muscle 


Succinylcholine Chloride 


180 Seconds After Ir 
* normal respiration returns” 


(total time of shock procedure : 
approximately 3 minutes average) 


ra d Comments from the literature: 


method of choice.” 


Havens, L. L.: Dis. Nerv. Sys 19:1 (Jan.) 1958. 
relaxation erv. System an 


... recommend its use. 


Impastato, D. J., and Gabriel, A. R.: Am. J. Psychiat. 


rapid inten 


“, .. treatment of choice.” 


re C ove ry Michael, K. D., and Wunderman, D. C.: J. Nerv. & Ment. 


Dis. 126:535 (June) 1958. 


‘... irrespective of age.” 
Robie, T. R.: J. M. Soc. New Jersey 52:82 (Feb.) 1955. 


Complete literature available upon request. 


*Anectine™® brand Succinylcholine Chloride 
In jection: 20 mg. in each cc., multi-dose vials of 10 ce. 


BURROUGHS WELLCOME & CO. (U.S.A.) INC., Tuckahoe, New York 
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Injection ‘ANECTINE' IV. = 60 Seconds After Injection 
90 Seconds After Injection | 


TESTED 


in numerous mental conditions 


RATED EFFECTIVE 
by the medical and nursing staff 


APPRECIATED 
by the patient 


brand of thiopropazate dihydrochloride 


SEARLE 


In the institutionalized burned- 
out schizophrenic patient 
response to Dartal was 
impressive; in more than 50 
per cent of the patients’ 

the results were favorable. 


In another study’ of chronic 
mentally disturbed patients 
with hyperactivity and agitation 
as prominent symptoms, 
approximately 50 per cent 
were improved with Dartal. 
While the majority had 
schizophrenia, the group also 
included patients with chronic 
brain syndrome, manic-depres- 
sive reaction, involutional 
psychoses and psychoneuroses. 


Dartal was considered extremely 
useful in certain patients 

with neurosis and emotional 
hyperactivity. Many patients 
did much better on Dartal® 

than on previous medication. 


Behavior in the ward was 
significantly improved‘ with 
Dartal when evaluated at the 
end of two and eight weeks, 
as found in a carefully 
controlled study of fifty-four 
patients with chronic 
schizophrenia. 


All these studies and previous 
ones*:* emphasize the relative 
freedom from serious side actions. 


Personal communications to the Division of 
Clinical Research from: (1) Sidney Cohen, M.D., 
Chairman, Research Committee Neuropsychiat- 
tic Hospital, Veterans Administration Center, 
Los Angeles 25, California. (2) Danville (Penn- 
sylvania) State Hospital, study in progress. (3) 
Eastern State Hospital, Vinita, Oklahoma, Clini- 
cal Director G. W. Kleinschmidt, M.D.; experi- 
mental work conducted by Attila Nagy, M.D. 
(4) Hamilton, M.; Smith, A. L. G.; Lapidus, H. E., 
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a nonsedative tranquilizer that works 


(brand of amphenidone) 


for greater therapeutic effectiveness in 
anxiety and tension with lowest inci- 
dence of side effects for the outpatient 


lorprothixene 
eprobamate 
Methoxypromazine 
Phenaglycodo!l 


“Incidence (%) of Side Effects 


Phenaglycod 
Benactyzi 
Chiormezanor 
Chiorprothixe 
Meprobama 

Methoxypromazin 

Mephenoxalon: 


hiormezanone 


Indications: Anxiety and tension states, tension headaches, pre- and post- 
operative, apprehension, anxiety coexistent with gastrointestinal, dermato- 
logic, gynecologic, cardiovascular and other functional or organic disorders, 
behavior disorders in children associated with anxiety and tension. 

Dose: Adults, one or two 200 mg. tablets three times a day. Children, 6 to 16, 
one or two 100 mg. tablets two times a day. Administration limited to three 
months duration. 

Supplied: 200 mg. yellow scored tablets, and 100 mg. pink tablets, each in 
bottles of 100 and 500. 

*Nodine, J. H.; Bodi, T.; Slap, J.; Levy, H. A., and Siegler, P. E.: Human 
bioassay of tranquilizers in psychosomatic disorders, Scientific Exhibit, 
American Medical Association Annual Meeting, Miami Beach, Florida, 
June 13-17, 1960. 
Maltbie Laboratories Division, Wallace & Tiernan Incorporated, Belleville 9, N. J. 
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fastest and the shortest-acting oral bartillieate you can pre- 

scribe. Whether the problem is simple insomnia or anxiety over 

surgical ordeal soon to come, Seconal Sodium induces the 
sound sleep you want your pationt 
adult dose is 1 1/2 grains. ; 
Seconal Sodium is. available int 1/2, 3/4, and 1 
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THE ACADEMIC LECTURE 


A SOCIOLOGIST’S VIEWS ON PATIENT CARE ' 


LEO W. SIMMONS ? 


For twenty-odd years I have owed a debt 
to American psychiatrists. This invitation to 
address you gives me the opportunity to 
acknowledge the debt, and to attempt a 
smal] token payment. In the mid-thirties I 
was fully engaged and quite content in the 
joint disciplines of anthropology and soci- 
ology as they then existed at Yale Univer- 
sity. I was at that time invited by the School 
of Medicine and the Graduate School to 
fill a joint appointment as “consultant to 
psychiatry” from the field of the social 
sciences. For twelve years thereafter I was 
constantly at the elbow of a psychiatrist or 
sitting with his patients, reading their rec- 
ords, visiting their relatives, or participating 
in conferences concerned with their prob- 
lems. As a consequence, my life interests 
and my professional career changed sub- 
stantially. I found myself more and more 
involved in a discipline that has come to be 
labeled “medical sociology.” And I have 
moved further and further into the health 
field until it has become a full-time voca- 
tion. 

My major debt to psychiatrists, who have 
treated me so much as a colleague, is for 
building up within me a deep and abiding 
interest in the concepts and processes in- 
volved in what may ke suitably called per- 
sonalized patient care. They have taught me 
in an informal, but indelible way, at least 5 
cardinal principles : 1. The uncanny unique- 
ness of every individual ; 2. The concept of 
wholeness of the person with his illness ; 3. 
A profound respect for subjective experi- 
ences as they relate to physical and personal 
welfare ; 4. The underlying continuities in 
life experience, indeed the stronger continu- 


1 Read at the 116th annual meeting of The 
American Psychiatric Association, Atlantic City, N. J., 
May 9-13, 1960. 

2Professor of Education (Medical Sociology), 
Teachers College, Columbia University, New York, 
N. Y. 


ities in the abnormal or a-typical experi- 
ences ; and 5. The scientific expediency of 
exercising restraints on personal blame in 
order better to understand individual be- 
havior. 

In more recent years I have gone on from 
psychiatry to follow patients into the gener- 
al hospitals, taking with me the viewpoints 
and general principles learned from them. 
There I have identified myself more closely 
with the general medical practitioners, with 
nursing personnel, and, last but not least, 
with hospital administrators. But always, it 
has been easiest and most natural for me to 
identify with the patient and to think as a 
layman and as a potential patient. It has 
been most natural for me to “feel like a 
patient” as I sat and waited with him on 
the “admission benches” ; followed him to 
the ward and to his bed; waited outside 
an operating room ; sat with the nurse in 
the recovery room ; heard about a favorable 
or unfavorable prognosis ; and sometimes 
followed the patient to the morgue, heard 
about his autopsy, and attended his funeral. 
Frequently it has seemed not too difficult, 
figuratively, to “crawl into the skin of the 
patient and to see his experience through 
his eyes.” Whatever I can say is in sub- 
stance, therefore, little more than the dis- 
tilled echoes of what has been heard by 
me in conference with medical personnel 
about patients or from the lips of patients 
themselves or their relatives. So please try 
to think of me for the next few minutes as 
the voice of patients or their representatives 
—plain, simple, and to the point, as patients 
and their relatives are expected to speak in 
hospital settings. 


LAY ASSUMPTIONS CONCERNING MEDICAL CARE 


It may be useful at this point to call to 
your attention a few assumptions presently 
held more-or-less by the lay public and by 
potential patients, about medical and hospi- 
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tal practice. The assumptions we share as 
patients, however valid, influence of course 
our expectations of hospital staffs when we 
surrender unto them our ailing and handi- 
capped bodies, our street clothes and ac- 
coutrements, our stubborn wills, and our 
bank accounts. These assumptions may 
serve as a kind of platform for your con- 
sideration of the rest of the paper. It must 
be left with you to decide whether these 
assumptions on our part square with reality 
or not in the present state of medical prac- 
tice. But whether they do or do not, they 
color our thinking and affect our reactions. 

The first assumption, widely shared, is 
that modern medicine is now able to make 
new and almost unbelievable contributions 
to our health. Amazing therapeutic and re- 
habilitative potentialities appear to be avail- 
able or in the offing. 

At the turn of the century, a high author- 
ity on medical care made the statement 
that, at that time, if a person became ill and 
sought the services of a medical-hospital 
team, his chances were slightly better than 
50-50 that he would be helped beyond the 
measure of family and folk remedies. 

I remember as a boy, around 1907, pass- 
ing the local hospital with my father who 
pointed out that we should go by quietly, 
as the sign said. He explained that it was 
the place where “people are taken when 
they are very sick.” He warned me that 
“many go in and few get out alive.” Then he 
called off names of neighbors who were 
taken in sick and “carried out in coffins.” I 
was quiet, very quiet. I can almost hear 
him say now, “Son, Stay Out!” He managed 
to stay out until 82. I stayed out until nearly 
40—probably to my disadvantage because 
of the progress that has been made in medi- 
cine. I now say to my offspring, “that’s 
where you were born and it’s where you 
may be kept alive.” 

Now the odds of having our lives pro- 
longed by putting ourselves into the hands 
of medical science are very great—so great 
that for some of us oldsters it may even 
become too difficult to die in a hospital. 

It is reported of a famous American sur- 
geon, that when he became terminally ill 
and knew it, he persuaded a colleague to 
promise to take him home to die. When 
asked why, the surgeon said, in effect, 


“When I am nearing the end, I don’t want 
to be stuck full of needles in order to have 
life drawn out just a little longer.” 

However that may be, we expect some- 
thing close to miracles when we enter hos- 
pitals today. 

A second assumption, shared apparently 
by many potential patients, is that modern 
medical personnel, and other health pro- 
fessionals, are not nearly using their full 
capabilities for maximal health and patient 
care. We strongly suspect that our pro- 
fessionals are not doing for us what they 
could do under the proper conditions of 
organization, environmental control, public 
support, and interpersonal relations. Some- 
times when we potential patients fantasy on 
what we understand modern medicine can 
do, and what it often does do, we feel a con- 
siderable let-down. We wonder wherein lies 
the chief flaw between what we could get 
in health care and what we actually get. 
We as patients tend to believe that the 
answer lies more in faulty application than 
in lack of the basic knowledge and skills. 
We suspect that defaults lie more in the 
interprofessional and interpersonal relation- 
ships than in poor physical techniques. 
Simply to illustrate the point, I recently 
sat beside two doctors at a restaurant coun- 
ter. The first was commenting on the death 
of his own father. He said, “Father’s physi- 
cian practiced almost perfect physical tech- 
niques,” and added, “but his human rela- 
tions were rotten.” 

A third assumption follows out of the 
former two. Potential patients are becoming 
less and less satisfied with what they get 
in medical care. They may profess, when 
interviewed, that their doctor is “all right,” 
but about physicians and hospitals in gen- 
eral, the answer is frequently different. 

It is a fact that many patients take with 
several “grains of salt” the medical public 
relations’ pronouncements that the primary 
purpose of the hospital is the welfare of 
the patient. Some of us really suspect that 
in order better to understand what goes on 
in the hospital, it is necessary to consider 
seriously some of the secondary and tertiary 
interests or forces that “turn the wheels” 
of the system. In fact, we potential patients 
might better understand, and be better 
satisfied with, the hospital service if we 
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viewed it like any other human institution 
or organized enterprise, such as a bank, a 
hotel, a school, or perhaps a good auto 
service station. 

Our fourth assumption is more like a 
forecast. What the future of medical care 
in America will be is hard to predict. But as 
far back as 1926, changes of great import 
appeared clear to some in positions of 
medical leadership. The vision reflected in 
the remarks of George E. Vincent, then 
president of the Rockefeller Foundation, is 
not difficult even for laymen to compre- 
hend today. I quote : 


It looks as if society means to insist upon a 
more effective organization of medical service 
for all groups of people, upon distribution of 
costs of services over large numbers of families 
and individuals, and upon making prevention 
of disease a controlling purpose. Just how these 
ends will be gained only a very wise or a very 
foolish man would venture to predict. One 
thing seems fairly certain : in the end society 
will have its way. 


Our fifth and last assumption is not very 
complimentary to us potential patients. It 
is that modern scientific medicine faces sub- 
stantial resistance, and some subterfuge, on 
our part in the full and forthright practice 
of its therapeutic potentials. Resistance 
ranges from apathy to hidden and uncon- 
scious stallings by us patients and our rela- 
tives. We also play sometimes for the sec- 
ondary gains in being ill. Someone has said, 
perhaps correctly, that in general we pa- 
tients part into two categories of the “sheep” 
and the “goats,” or the “cooperatives” and 
the “crocks,” at the great divide between a 
basic desire on our part for cure or for care. 
It is the care-motivated group among us 
that constitutes the great challenge in medi- 
cal application. Hospital staffs are’ going to 
have many of us with them for a long time. 
Should the difficult patients continue to 
wear the title of “crocks,” then there will be 
a great and growing need for development 
of the art and science of crockmanship in 
hospital practice in order to help us cope 
more successfully with our handicaps. 

The fact seems clear that the obstacles 
to the application of medical and nursing 
care can be almost as formidable as are 
those to the discovery of the effective ther- 


apies. Let us face it, we are not all willing 
and cooperative patients, and we often fail 
to cooperate when it would be far easier for 
us, were our health problems handled in 
their early and preventive or corrective 
stages. In short, the business of patient care 
is only half accomplished by the discovery 
of new therapeutic skills. The health pro- 
fessional can still encounter sick and dying 
people around him, know what to do, and 
be helpless to do it. He can be held captive 
and relatively immobile by a complex of 
lay forces and resistances that are beyond 
his control. 

Do such assumptions as these have a firm 
basis in fact ? If so, what is the background 
of the facts ? 


THE IMPACT OF CHANGE 


The facts are these, in part. Changes are 
under way in the health field and newer 
concepts of patient welfare are holding 
sway. It may sound trite, but it’s true and 
significant, that medicine will move with 
the times or it will fall behind. In the pre- 
sent pace of change, our professions must 
all but “run” in order to keep “standing” 
in their rightful places. The health profes- 
sions are no exception, for there is no good 
opportunity to “stand-pat” on patient care. 
According to Ibsen, “That man is right who 
is most closely in league with the future.” 

Change is on the march, with certain 
broad, “outside” changes that are shaking 
the foundations of traditional hospital prac- 
tice. There are other changes within the 
hospital system that are upsetting the old 
order of staff-patient relations. 


CHANGES OUTSIDE THE HEALTH FIELD 


Of the broad, outside changes, first, there 
is the increased mobility of the population : 
horizontal mobility in that we shift our 
homesites repeatedly in the course of a life- 
time and a fifth of us change our addresses 
annually ; vertical mobility in that we strive 
to move up in the social ladder hopefully 
at least one rung per generation and corre- 
spondingly improve our standards of con- 
sumption. We Americans have become, 
thus, to a high degree doubly nomadic. It 
is not easy to maintain stability and con- 
tinuity of patient care in the midst of such 
accelerated “nomadicism.” Such mobility is 
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bound to upset established norms and ex- 
pectations in medical practice. 

A second broad change is a steady in- 
crease in the sophistication of the lay pub- 
lic, associated in part with the higher stand- 
ards of living and communications, includ- 
ing education. There was a time when the 
gap between what the physician knew and 
the general knowledge of the average per- 
son was wide indeed and constituted a sort 
of intellectual aristocracy for the profes- 
sion. This gap can be illustrated somewhat 
by the preliterate patient who approached 
his doctor, gave him his hand, and waited in 
silence. Holding the hand, the physician 
asked, “Now what is your trouble ?” The 
patient is said to have replied, “I am just 
a plain, ignorant man. You know every- 
thing. Tell me.” 

Today almost every physician, even one 
who practices in a semi-civilized spot in 
America, faces patients who know, or think 
they know, more about many matters than 
their physician can possibly know. One 
doctor, a general practitioner, recently was 
heard to comment on how disturbing it 
could be to observe how learned his pa- 
tients could appear to be, even about medi- 
cal matters. He explained that some of 
them attempted to by-pass his knowledge 
and skills, diagnosing their ailment, going 
directly to a designated specialist, and pay- 
ing only the one bill! Later in the discus- 
sion a specialist remarked how some of his 
patients, in their psuedo-sophistication, pre- 
scribe their own treatment—“A little peni- 
cillin, please, Doctor.” Such instances are 
extreme, to be sure, but the fact is clear 
that contemporary Americans, when com- 
pared with their grandparents, are increas- 
ingly sophisticated and critical about the 
medical services they receive. 

A third broad change affecting the health 
field is what has been called the commer- 
cialization of the professions. At a former 
time the services of persons in the profes- 
sions seemed, in a sense, “beyond price.” 
Now the public is coming to see in the pro- 
fessionals, and they appear to perceive in 
themselves, less of the image of a dedi- 
cated servant of the people and more of 
the air of an astute business man. This is 
true of professors as of other professionals. 
Noteworthy instances once were cited of 


consecrated men standing for and standing 
by ideas and ideals of service to humanity, 
and abhorring the market-place. Many edu- 
cational institutions gloried in campus char- 
acters, firm, professionalized and dedicated, 
who could not be “moved” by financial 
offers doubling or trippling their incomes. 
Such professionals acquired halos and espe- 
cially in the field of medicine. With the 
spread of commercialism, these halos are 
fading for all professionals. Three recent 
books serve as eye-openers on this subject : 
The Academic Market-place which de- 
scribes how young professors get their posi- 
tions and promotions ; The Doctor's Busi- 
ness which portrays the same market-place 
approach ; and The Image Merchants which 
reflects the superficial, cash-and-carry tac- 
tics and philosophy of modern public rela- 
tions agencies. Under the rising tide of com- 
mercialism in America, one may wonder 
how long even the closely-knit religious or- 
ders will be able to preserve much of the 
image of the dedicated professional that is 
the heritage of our past. Most professionals, 
including physicians who are now some- 
times labeled “merchants of medicine,” are 
viewed more and more as human beings 
with typical frailties, but trained and prac- 
ticed in some marketable skill. This new 
attitude certainly affects the relationship of 
the physician to his patient, the nurse to the 
physician and the patient, and each one of 
them to the other professionals. The patient 
or his responsible relative is perhaps made 
to feel most aware of this commercialized 
impact upon his welfare. Recently I re- 
ceived a letter from an old acquaintance 
that read, “We took father to the hospital 
for ten days. He came out with a small 
patch on his hip and a $1000 hole in his 
pocket.” 

A fourth change of great significance is 
the shift in age composition and prevalence 
of disease in the American population, with 
communicable diseases declining and long- 
term illnesses gaining. In coping with com- 
municable diseases health professionals did 
things mostly to or for patients ; with long- 
term illness they have to rely more on the 
continuous cooperation from the patient or 
his relatives and often beyond the reach of 
effective supervision. Such a situation calls 
for new forms of staff-patient relations. 
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In the fifth place, there is a transition in 
American thought from a religious-philo- 
sophical orientation toward a materialistic 
and scientific attitude to life and its prob- 
lems. We are oversold on the idea that 
science can do almost anything for us— 
and then find ourselves distraught by the 
fact of its limitations. Outside its legitimate 
bounds, the scientific approach alone pro- 
vides little help and cold comfort : and its 
limits are always reached in matters of 
health. 

To me it has appeared many times in hos- 
pital relations that a major gap occurs be- 
tween the confidence, attention, support, 
and even availability of staff services to the 
patient’s body and to the person himself, 
and this contrast in relationship is especially 
pronounced when further hope does not 
exist for survival of the body. The way the 
average staff copes with the necessity of dy- 
ing and the problems of bereavement leaves 
much to be desired and often appears no 
less than dismal. Indeed, there are grounds 
for wondering whether most hospitals are 
suitable places in which to die with any as- 
surance of personal composure and dignity. 
A sensitive-minded and high medical au- 
thority writes : 


Most hospital deaths are anything but dignified 
and the family cannot even get into the room 
for the oxygen tent, intravenous stands, suc- 
tion machines, and the sundry rubber tubes 
protruding from all bodily orifices. Recently 
a former surgical patient came to the hospital 
with what bade fair to be his final coronary 
occlusion. At the time of his death, the wife 
was across the hall in another room where she 
had been sent against her wishes to make room 
for the oxygen tent and technician regulating 
it; the laboratory technician drawing blood 
for various chemical tests ; the cardiologist, his 
resident and intern all feeling the pulse or try- 
ing to listen to the heart ; a nurse giving mor- 
phine by hypodermic needle ; and a doctor in- 
jecting adrenalin into the heart. The scene of 
confusion was terminated only by the patient’s 
demise . . . The wife was well within her 
rights to feel cheated out of her last goodbye 
and to feel hurt at the lack of dignity, pro- 
priety, and awareness shown by the medical 
team. (Bowers, Interpersonal Relations in the 
Hospital, 1960. p. 40.) 


Finally, a sixth broad outside change that 
I wish to call to your attention, is the 


growth and spread of organized interest 
groups. Americans have become a highly 
organized people, with such groups as or- 
ganized labor, organized producers and 
consumers, organized salesmen of goods, 
and organized professionals. It looks as 
though it is becoming for us, organize or 
perish. The union card of a close-knit or- 
ganization with its pressure apparatus and 
bargaining techniques and powers seems all 
but a necessity now for getting our needs, 
our rights or our dues recognized, at least 
as we see them. Witness, for example, gov- 
ernments, unions, and other organized in- 
terests that are engaged in bargaining for 
medical personnel, and trying out their own 
systems of medical care. Must patients, too, 
organize in order to cope with organiza- 
tions ? I once observed the formation of a 
union of patients on a ward service. It had 
its president and vice-president, its secre- 
tary, and its grievance committee. 


CHANGES INSIDE THE HOSPITAL 


But change occurs within as well as out- 
side the hospital system. Permit the cata- 
loging of a few of these. 

First to consider is the vast expansion of 
medical equipment or armamentarium as 
it is sometimes called. Hospital service has 
become a giant enterprise, especially when 
compared to the horse-and-buggy and the 
little-black-bag that were the stocks-in- 
trade for the yesteryears. In capital outlay 
for plant and equipment alone, it has come 
to rate high up in the order (sixth or sev- 
enth) of the country’s business investments. 
Needless to say, the skills, functions, and 
relationships of professional workers in the 
field of health have had to keep pace with 
the expansion in equipment and techniques. 
Under such conditions medical personnel 
have tended to become attendants to 
gadgets and documents as much as or more 
than to patients directly, and, in the eyes of 
the patient, doctors and nurses resort more 
and more to forms of remote control in their 
ministrations. 

In the second place, there is considerable 
elaboration in the institutionalized routines 
of hospital services that resemble produc- 
tion-line developments in industry. To a 
significant degree doctors, nurses, and other 
personnel have become as cog units in an 
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evermore tightly structured system. Person- 
nel “run mazes” that pattern their be- 
havior, and perhaps their ways of thinking 
and feeling about each other and their 
patients. The freedom of the physician is 
thereby restricted, the ingenuity of the 
nurse is limited, and the patient feels that 
his personal characteristics and interests are 
stereotyped, slurred over, neglected or 
squelched. It is new common to speak of 
the “structure and culture” of a hospital 
as a phenomenon which, in important re- 
spects, is distinct and different from the so- 
cial structure and culture of the commun- 
ity that surrounds it. It has become part of 
the task of social scientists to study the 
institutionalized medical system as such to 
discover when and where interpersonal con- 
flicts and stresses between medical per- 
sonnel and patients are primarily the con- 
sequence of the system rather than of in- 
dividual idiosyncracies. 

A third change within the hosiptal has 
been the rapid increase in the use of pro- 
fessional and para-professional specialties 
in varied types of patient services. As many 
as 38 different personnel have been counted 
as busy about something in a patient’s room 
in a single day. Incidentally a colleague 
of mine left with one patient a recording 
machine with instructions for the patient to 
turn it on and record all that was said to 
him. An analysis of the record showed that 
no words at all were passed between the 
patient and some “attendants” and that 
most time spent in communication had been 
with the cleaning woman. 

The hospital remains much in the throes 
of readapting patient care in terms of an 
increasing host of “specialists” coming and 
going around the bedside. To these the pa- 
tient is expected to adapt, chameleon-like, 
to each in turn. If the patient sustains suffi- 
cient composure to observe carefully what 
goes on around him, he may recognize two 
types of specialists. There are the profes- 
sional specialists who have learned more 
and more about less and less in ailing 
bodies. They are the experts, and are indis- 
pensable and expensive. Then there are the 
factory-type “specialists” that have been 
quickly trained with just enough practice 
to do simplified tasks passably well and 
under the authority of others. These 


“trained ancillaries” have invaded many 
ranks of hospital personnel and are press- 
ing for prerogatives—and it turns out that 
they are not inexpensive, especially as 
they organize union-wise. Such a spawning 
of professional and para-professional spe- 
cialism around the patient is a product of 
our times and constitutes, as yet, unresolved 
problems in the application of good patient 
care. 

Specialization of both types, with the 
splitting up of responsibility, leads to a 
fourth significant factor in the modern hos- 
pital. A natural component of specializa- 
tion is the fragmentation of personal service 
and with a corresponding pin-pointing of 
blame within the linked segments of re- 
sponsibility. It has long been puzzling to 
me how quickly and precisely the finger of 
blame is pointed in the hospital. One might 
wonder if evil motives are attributed more 
readily in hospitals than elsewhere or if the 
personnel mistrust each other more than is 
usual in other environments. Then it might 
dawn upon one that the practice of blam- 
ing personnel is a built-in and cultivated 
part of the system. It may help to insure 
discipline but it aids little in the under- 
standing of individual behavior and its ef- 
fects upon the welfare of the patient. 

The phenomenon of blame, and its cor- 
responding guilt complexes and precaution- 
ary measures deserves considerable syste- 
matic study. 

A fifth change to note here is the rapid 
growth of prepayment plans, group medical 
practice, and greater involvement of gov- 
ernments in the safeguarding of our health. 
These three developments carry potentials 
for profound modifications in staff-patient 
relations. Refusal to accept patients, threats 
of discharge, or a label of “discharged 
against advice,” may be “in order” if the 
patient is a “charity case” or if he is a pri- 
vate patient paying his way on the spot; 
but these practices carry sour, unfair, and 
intolerable connotations when the patient 
has been paying for his hospital care over 
a period of 10, 15, or 20 years. Moreover, 
prepayment would seem to call for more 
attention to personalized patient care. 

Consider also the spread of group prac- 
tice across the country—developments that 
are tending to combine “packaged bargains” 
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in patient care through extensions of health 
services by cooperating specialists. This 
movement is bound to affect the old hospi- 
tal-patient relations. 

Likewise, the commitments of the federal 
government to increasing amounts of the 
health services for expanding segments of 
the population creates new sets of condi- 
tions—and something like a third-party re- 
lationship within the old associations—and 
with both assets and liabilities. Some esti- 
mates are that government-sponsored health 
services in America now cover in some form 
as much as half or more of the total popu- 
lation. 

A sixth and final important change oc- 
curring within the hospital and health field 
is the expanding perspectives on medical 
care or what constitutes good patient care. 
The older perspectives focussed on the 
treatment of acute illnesses ; and the hos- 
pital first flourished in the care of the 
emergency ailments, for the mentally ill, 
and for indigent persons. 

Our new medical horizon has vastly en- 
larged. What has happened is that the con- 
cept of patient care has been expanded 
greatly : to preventive measures on the one 
hand and rehabilitation on the other. More- 
over the views on good patient care through- 
out the spectrum have been deepened to in- 
clude whatever the varied specialists can 
contribute to the welfare of the patient, and 
this calls for a new kind of team work. To 
try to fit such contemporary concepts into 
the traditional pattern of patient care re- 
sembles, figuratively, attempting to fill 
weak, old wineskins with the new, strong 
wines. 

In searching for clarity on the new goals 
of patient care that the health professionals 
of tomorrow may be committed to, I came 
across a useful recent book, Readings in 
Medical Care, edited by a Committee on 
Medical Care Teachings of the Association 
of Teachers of Preventive Medicine (1959). 
Dr. Roger Lee, and Mrs. Lotus Jones in one 
chapter make the emerging goals of patient 
care both positive and specific. They are 
to the effect that good medical care will : 


limit itself to the practice of rational medicine 
based on the medical sciences ; 
emphasize prevention ; 


require intelligent cooperation between the lay 
public and the practitioners ; 

treat the individual as a whole ; 

maintain a close and continuing personal rela- 
tion between physician and patient ; 

utilize and collaborate with social welfare 
work ; 

coordinate all types of medical service; and 
make application of all the necessary services 
of modern scientific medicine to the needs of 
all the people. 


If such is truly in the offing for us, then 
we laymen have good reason to lift up our 
heads with hope. 


SUMMARY 


In summary of the impact of contempo- 
rary changes on medical personnel and pa- 
tient care : 

We have saluted medical-hospital staffs 
for what they now offer for the health and 
welfare of potential patients. 

We faced frankly the great lag between 
what actually is done and what could be 
done by a full use of available knowledge 
and skills. 

We called attention to the fact that lay 
dissatisfaction increases and presses for im- 
provements—and may press harder on the 
health professionals in the future. 

We anticipated that many improvements 
in patient care can come by means of bet- 
ter application of the existing knowledge 
and skills. 

We expected, also, that improvements in 
hospital practice are bound to come in one 
way or another—that in the end society will 
probably have its way. So we are not 
pessimists. 

We anticipated, on the other hand, that 
such progress in patient care will occur in 
the face of some opposition on the part of 
many potential patients and we hoped, by 
implication, that systematic study of the 
social factors involved may speed the order- 
ly progress of hospital-patient relationships. 

We have called attention to six broad 
changes in the social order that have some 
bearing on medical trends and staff-patient 
relationships: population mobility—hori- 
zontal and vertical ; general lay sophistica- 
tion ; commercialization of the professions ; 
shifts in age composition and disease preva- 
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lence in the population ; changes from a 
religious-philosophical toward a scientific 
orientation ; and the growth and spread of 
organized pressure groups. 

We have also identified specific changes 
within medical-hospital practice : vast ex- 
pansion of equipment and capital invest- 
ment; growth of institutionalization ; in- 
crease of specialization (professional and 
para-professional) ; the fragmentation of 
responsibility and sharpening of blame po- 
tentials ; the rapid growth of prepayment 
plans, group medical practice, and partici- 
pation of the government in provisions of 
medical care. 

Attention was called also to the fact that 
new and more challenging concepts of pa- 
tient care have arisen, expanding the old 
ideas in comprehensive terms : adding pre- 
ventive and rehabilitative care to care in 
the acute stages of illness ; calling for team 
relationships in decision-making and prac- 
tice ; and moving towards group responsi- 


bility for the well-being of potential pa- 
tients. 

The impact of such trends and develop- 
ments on the new physician, the hospital of 
tomorrow, and patient care of the future 
will probably be great, however difficult to 
foresee or to measure now. In a sense we 
find in the present hospital a “house divided 
in itself.” We hold little hope that smoother 
“public relations” goes down deep enough 
to resolve many of these change-determined 
cleavages. They call for statesmanship in 
hospital practice more than for salesman- 
ship in hospital service. Your psychiatric 
skills are much needed in the general hospi- 
tals. Not your profundities, mind you, but 
your simple, tried, and tested principles. 

Finally, how interesting it would be to 
return to this place and to review again 
these matters twenty or thirty years hence 
when today’s students in the health pro- 
fessions have come to occupy your present 
important places—and our children are their 
patients. 
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Historically, psychiatric interest in the 
indole nucleus probably dates back to the 
original demonstration of the role that 
nicotinamide and its precursor tryptophane 
play in producing the pellagrous syndrome 
of dermatitis, diarrhoea, and dementia. This 
interest was revived in 1953 when quan- 
tities of serotonin (5-hydroxytryptamine), 
an indole structure, were found in normal 
brain substance(21). Since then, studies 
which have outlined the distribution of 
serotonin in grey matter(3, 4), especially 
its relationship to such neurohormonal 
substances as noradrenalin(2, 5), and its 
high metabolic turnover rate(6), have 
combined to provoke further interest in 
indoles. In addition, the recent finding that 
serotonin, along with noradrenalin and 
adrenalin, is a strong synaptic inhibitor 
lends further credence to the possible im- 
portance of indole derivatives in mental 
functioning (7). 

The observation(8) that structural an- 
alogues to serotonin have a “schizophreno- 
genic” effect on mental functioning has led 
to the proposition that some of the hallu- 
cinogenic drugs owe their effect to interfer- 
ence with the function of serotonin(9) ; 
this proposition is consistent with an anti- 
metabolite theory of action. Of course, from 
this observation, speculation has extended 
to the idea that there may be psychiatric 
entities whose pathology is based upon 
some metabolic dysfunction of indole com- 


1 Read at the 116th annual meeting of the American 
Psychiatric Association, Atlantic City, N. J., May 
9-13, 1960. 

2 The first report of these studies was presented at 
the Western Regional Psychiatric Meetings, American 
Psychiatric Association, September, 1959. These studies 
were supported by U.S.P.H.S. Grant #M-1165 and 
by Scottish Rite Foundation Funds. The authors wish 
to express their indebtedness for the invaluable aid 
given this project by John D. Benjamin, M.D., Dept. 
of Psychiatry, University of Colorado School of Medi- 
cine, who kindly acted as consultant. 

3% Department of Psychiatry, College of Medicine, 
Department of Biological Chemistry, University of 
Utah, and Veterans Administration Hospital, Salt Lake 
City, Utah. 
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pounds. The demonstration by Gaddum 
(10) that d-lysergic acid was a serotonin 
antagonist in vitro did much to further this 
interest. At the present time, there is a 
sizable list of chemical materials that are 
suspected to be either antimetabolites of 
serotonin in vitro, or psychotogenic, or 
both( 11-22). These are presented in Fig- 
ures 1 and 2. Note that many of these com- 
pounds contain the indole nucleus. 

As will be also noted in Figure 2, some 
of the tranquilizing drugs are implicated 
in the activity of serotonin. In animal 
studies, the Rauwolfia derivatives have 
been demonstrated to cause depletion of 
brain serotonin( 23-25). The phenothiazine 
derivatives have been shown to block 
serotonin in vitro, with this blocking ability 
seeming to parallel their psycho-sedative 
potency in vivo( 14, 15). Iproniazid (26, 27) 
also plays a role in serotonin metabolism by 
blocking its degradation ; and the adminis- 
tration of iproniazid leads to increased 
levels of both serotonin and norepinephrine 
in brain tissue. Lastly, many of the effective 
antiepileptic drugs(25, 28), e.g., dilantin, 
mesantoin, etc., are now implicated in rais- 
ing brain content of serotonin. 

These findings have provoked a number 
of clinical investigations(29-36), which 
have largely centered around a search for 
metabolic differences in tryptophane me- 
tabolism between psychiatric patients and 
normal subjects. Some researches affirm dif- 
ferences in indole excretion, others negate 
it. Our interest in these derivatives began 
in 1954, when Dr. Marvin Armstrong, bio- 
chemist, at the University of Utah College 
of Medicine observed that mentally defec- 
tive patients were excreting two unidentified 
indole acids which were not present in the 
urine of normal subjects. He later observed 
the presence of these compounds in the 
urine of schizophrenic patients. These obser- 
vations were augmented by studies which 
showed that one of these indole derivatives, 
“spot 14,” was present more often in schizo- 
phrenic and other psychiatric patients than 
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in normal control subjects. These findings 
suggested a possible relationship between 
indole excretion and mental disorders and 
prompted the present investigation. The 
ultimate goals of our project were : (a) to 
examine the nature of the above findings, 
(b) to explore the psychiatric and psycho- 
logical correlates of the compound, and 
(c) to identify the chemical nature of the 
compound. 


PROCEDURES AND RESULTS 


It is obvious that several variables could 
be hypothesized to account for the differen- 
tial presence of the indole derivatives and 
to serve as possible explanation of the 
source of variance. These variables include 
diet, medical and other treatment, length 
of illness, length of hospitalization, physical 
activity, bowel activity, etc. However, pre- 


liminary screening of the effect of EST and 
other drug therapies, and the effect of insti- 
tutionalization per se in chronic medical 
patients, did not appear to have a bearing 
on the observed indole differences. 

The next step was to determine whether 
or not the original findings of the indole- 
schizophrenia relationship would be sus- 
tained with a better controlled sample. 
Using a “blind” procedure, psychiatric 
patients and controls were evaluated inde- 
pendently by the biochemist and the psy- 
chiatric team. The general procedure was 
to collect an early morning urine specimen 
which was coded and turned over to the 
biochemist. Each subject then received a 
psychiatric evaluation, followed by psycho- 
logical testing. 

The chemical technique was a modifica- 
tion of the procedure outlined by Arm- 
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strong(37). Using morning samples, urine 
was acidified and extracted with organic 
solvents, and the extracts were subjected 
to two-dimensional paper chromatography. 
On spraying the chromatogram with Ehr- 
lich’s reagent (p-dimethyl aminobenzalde- 
hyde), the indoles produced color com- 
pounds as discrete spots, varying from pink 
to purple and blue. The two indole spots 
in question in this investigation were num- 
bered 14 and 15 and are blue and light 
purple, respectively. 

Figure 3 depicts the approximate location 
of these spots on a chromatogram. Our 
main attention was turned to spot 14, since 


it is the one that appears most discretely 
and is usually not obscured by drugs 
ingested by the patient. Rating of indole 
level was done by visual inspection ; scale 
values ranged from negative to plus 4, 
depending on color intensity and size of 
spot. 

The psychiatric evaluation consisted of a 
joint clinical interview conducted by two 
psychiatrists, with each psychiatrist inde- 
pendently completing a 46-item rating form 
and arriving consensually at a diagnosis. 

The psychological testing consisted of a 
battery of standard and experimental tests 
measuring various aspects of cognitive 


N 


N,N-Dimethyitryptamine 
(from Cohobo Snuff) 


COOH 


Tryptophane 


16) 


OCH, 
Mescaline 
(tri-methoxy-phenyl-ethylamine 


O*C-N 


N-CHy 


N 


LSO 
diethylamide of d-lysergic acid 


CHo-CHy 


? Medmain 
(no trials in man) 


HALLUCINOGENIC (PSYCHOTOGENIC) DRUGS 


N 


FIGURE 2 


OH 
N 


Bufotenine 
( from Cohobo Snuff ) 


(7 formula) 
(probably o B-hydroxy-pseudo’- 
tryptophane) 


BGE 


OH 


CHy 
Adrenochrome (or a breakdown 
product) 


Harmine 


|.? ibogaine 


2.? 1- hydrozinopholozine 


3 
: 
ic 
i 
4 
ery 
re 
| 
N 
: 
| 
CH 
3 
H 
| 
n7~CH3 
| 
igs 
Bis 


396 STUDIES OF BEHAVIOUR AND THE METABOLISM 


[ November 


functioning, such as verbal intelligence, 
perception, and thought organization. The 
tests were all administered individually. 

One hundred and thirty-five subjects 
were evaluated independently by the bio- 
chemist, psychiatrists, and psychologists. 
When the blind procedure was broken, 
analysis still indicated a significant relation- 
ship between indole excretion and schizo- 
phrenia, thus supporting the original find- 
ings. These findings are presented in 
Table 1. 


TABLE 1 
INCIDENCE RATES OF Pos!TIvE INDOLES 


(Original Data) (Replicated Data) 
Preliminary Data Project Data 
Control 
Subjects 
Non-schizophrenic 
Psychiatric 
Patients 55% (31) 
Schizophrenic 
Patients 67% (59) 


12% (95) 31% (86) 


26% (19) 
63% (30) 


Table 1 compares the original findings 
with the replication data. It is to be noted 
that roughly 2 out of 3 of the schizophrenic 
patients were indole positive, as compared 
to 1 out of 3 of other non-schizophrenic 
psychiatric patients and control subjects. 
Such factors as length of hospitalization, 
duration of illness, medications or physical 
activity did not appear to be significantly 
related to the indole status. 

The relationships between indole status 
and various psychiatric and psychological 
variables were determined after about 90 
subjects had been processed. The blind pro- 
cedure was removed at this time in order 
that the direction of future plans could be 
assessed. Although 90 subjects had been 
seen, complete data were available for only 
72 subjects. These data were obtained from 
30 negative control subjects, 17 positive 
control subjects, 15 positive psychiatric 
patients, and 10 negative psychiatric 
patients. 

Fifteen variables were selected and a 
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matrix of intercorrelations was computed. 
The 15 selected variables included indole 
status, age, scores on the verbal subtests of 
the Wechsler Adult Intelligence Scale, a 
pathology score from the Two-dimensional 
Semantic Differential (which we have de- 
veloped and believe measures disturbances 
in thinking), global clinical ratings of 
thought disorders based upon Benjamin’s 
Proverbs and the Rorschach, scores on two 
perceptual closure tests (Gestalt Comple- 
tion and Mutilated Words), and psychia- 
tric ratings of the mode of problem solving 
and schizophrenic status. The correlations 
between indole status and each of the re- 
maining variables are presented in Table 2. 


TABLE 2 
CorrRELATIONS BETWEEN INDOLE STATUS 
AND SELECTED VARIABLES 


Variable Correlation 
Age .08 
WAIS verbal subtests : 
Information -.21 
Comprehension -.25 
Arithmetic -.23 
Similarities -.30 
Digit Span -.15 
Vocabulary -.08 
Semantic Differential an 


Proverbs (rated for thought disorder) .31 
Rorschach (rated for thought disorder) .15 
Gestalt Completion -11 
Mutilated Words -.16 
Solves problems via fantasy .22 
Schizophrenic diagnosis 42 


The signs of the correlation coefficients 
presented in Table 2 would suggest that 
psychiatric and control subjects who were 
negative with respect to indole excretion 
performed intellectual tasks better and had 
less pathology in other areas than patients 
or control subjects who were indole posi- 
tive. However, only 4 of the variables had 
correlations which approached adequate 
confidence levels. These variables included 
Similarities, Semantic Differential, and the 
Proverbs and were so related to indole 
status that a tentative interpretation was 
made that the excretion of indoles was per- 
haps associated with a disturbance in think- 
ing. The highest correlation with indole 
status was obtained from the diagnosis, 
which expressed once again the relationship 


between indole excretion and_ schizo- 


phrenia. 

The chemical procedure, upon which the 
foregoing findings depend, was originally 
based upon acidification of urine prior to 
extraction for indole compounds. Studies on 
the variation of indole level, for a given 
sample of urine, with careful adjustment of 
pH, have shown that optimal extraction 
occurs at a pH of 2.5; at a pH above or 
below this point, the amount of indoles 
removed by the solvent decreases. These 
results are presented in Figure 4. 

This demonstration led to a refinement 
in the biochemical techniques which fol- 
lowed specifically an extraction pH of 2.5, 
and also led to an alteration in the inter- 
pretation of differences in indole excretion 
between schizophrenics and normal sub- 
jects. 


RELATIVE LEVEL OF INDOLE 1/4 
EXTRACTED FROM THE SAME URINE 
SPECIMEN VERSUS pH 
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In view of the apparent dependence of 
indole level upon the pH adjustment of 
the urine, the same control group of sub- 
jects, which had previously shown the 31% 
indole positive incidence, was reexamined, 
using new collections of urine. Most of the 
controls who were initially positive re- 
mained positive, but two out of three of 
the formerly negative controls became posi- 
tive. Thus, the normal controls now showed 
a 75% indole positive incidence with the pH 
adjustment of the urine to 2.5 prior to 
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extraction. Using the same technique, it 
was found that a new group of schizo- 
phrenic patients maintained a 67% indole 
positive status. In other words, the appar- 
ent difference between schizophrenics and 
control subjects no longer existed. 

Before the pH modification of the extrac- 
tion procedure, the most obvious factors 
that might have explained the above appar- 
ent relationship were dietary differences 
and/or bowel motility, with the possibility 
that spot 14 represented a product of the 
activity of intestinal flora. To assess these 
factors, a group of 19 schizophrenic patients 
and 8 normal controls were maintained on 
the same hospital diet for a continuous 
period of 26 days. Patients and controls ate 
all meals together. A detailed record of 
individual dietary differences was kept. On 
the second day, a 24-hour urine specimen 
was collected. Beginning on the third day, 
two grams of achromycin per day, for a 
total of 5 days, were «dministered orally 
to sterilize the gastrointestinal tract. After 
withdrawal of the antibiotic, a 24-hour 
urine specimen was collected on the Ist, 
5th, 8th, 12th, 15th, and 19th days. 

The first column of figures in Table 3 
shows the distribution of positive and nega- 


tive indole 14 status before achromycin 
administration. It should be noted that a 
level of plus 1 or more was regarded as 
positive and less than plus 1 as negative. 
On the first day of achromycin withdrawal, 
the number of subjects excreting indole 14 
decreased. This was the case for both nor- 
mal controls and schizophrenic patients. 
Gradually, however, the indole 14 status 
returned to nearly the pre-achromycin level. 
About 70% of the entire group of 27 sub- 
jects, however, showed a change from posi- 
tive to negative indole 14 excretion with 
achromycin administration and back to 
positive within two weeks after discontinu- 
ing the drug. 

The failure of complete abolishment of 
indole 14 excretion on treatment with 
achromycin could possibly be explained 
on the basis that (a) a previous history of 
antibiotic treatment of the subject could 
lead to the presence of resistant strains of 
the indole 14-producing bacteria ; (b) low- 
ered bowel motility results in more bac- 
terial putrefaction, and (c) general physi- 
cal health and appetite would alter dietary 
intake. 

The data are examined in more detail as 
shown in Table 4. 


TABLE 3 


NuMBER EXcrETING INDOLE 14 BEFORE AND AFTER ACHROMYCIN 


Indole 14 Pre-achromycin Post-achromycin (Days) 
Subject Status 2nd Day on Diet 1 5 8 12 15 _19 
Controls Positive 5 2 3 2 5 7 6 
(8) Negative 3 6 5 6 3 1 2 
Patients Positive 14 6 8 10 15 16 13 
3 5 


(19) Negative 5 


1] 9 4 3 


TABLE 4 
PERCENT ExcrETING INDOLE 14 BEForRE AND AFTER ACHROMYCIN 


Indole 14 Pre-achromycin Post-achromycin (Days) 
Subject Level 2nd Day on Diet 1 5 8 12 15 19 
Controls Negative 37 75 63 75 38 13 25 
(8) +1 25 25 38 25 25 25 38 
+2 13 0 0 0 38 50 38 
+3 25 0 0 0 0 13 0 
+4 0 0 0 0 0 0 0 
Patients Negative 26 69 58 47 21 16 28 
(19) +1 21 26 37 37 37 32 11 
+2 32 5 5 16 21 21 22 
+3 16 0 0 0 16 16 28 
+4 5 0 0 0 5 16 1] 
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It can be observed that in general the 
schizophrenic patients achieved higher 
levels of indole 14 excretion than the nor- 
mal controls within the same length of 
time (a little over two weeks). Also the 
patients showed generally higher levels of 
indole 14 than the normal controls both 
before and after achromycin. Similarly, in 
the recheck data where the apparent rela- 
tionship of the indole-schizophrenia rela- 
tionship disappeared, it was still found that 
schizophrenic patients tended to excrete 
greater quantities of spot 14 than the con- 


If plotted on a graph, the difference 
might be portrayed as illustrated in Figure 
5. 
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Actually two types of differences are pres- 
ent between schizophrenics and controls. In 
the first place, higher excretion levels are 
generally observed in schizophrenics. Also, 
schizophrenics show greater variability in 
excretion levels as compared to controls. 

The most probable explanation for these 
differences in excretion of spot 14 is one of 
bowel stasis. Constipated individuals regu- 
larly throughout the study showed higher 
excretion rates of this indole compound. If 
one adds to this fact the probable change 
in autonomic nervous system activity with 
psychic disturbance and/or changes in 
habits of exercise, decreased bowel motility 
might account for the variable excretion 
rates found in schizophrenic patients. 


Biochemical efforts throughout _ this 


study * have been directed toward eventual 
identification of spot 14. Armstrong® has 
identified spot 14 as indoxyl glucuronide 
and found it to be a normal metabolic 
product resulting from bacterial putrefac- 
tion in the gastro-intestinal tract. 


SUMMARY 


1. Urinary indole excretion of spot 14 
appears to depend upon the presence of 
certain bacterial flora in the gut. 

2. When extraction of urine for chroma- 
tographic examination is carried out at pH 
2.5, there appears to be no direct relation- 
ship between the appearance of indole 14 
in the urine and the mental status classified 
as schizophrenia. 

3. From the dietary drug studies re- 
ported, we would conclude that the prob- 
able source of this indole derivative that 
was examined (spot 14) is from bacterial 
flora acting upon certain dietary substances 
in the gut. 

As Benjamin, Kety(38, 9), and others 
have pointed out, the area of psychiatric 
research to date which has a rather fruit- 
less history is the search for definite and 
discrete biological abnormalities as pre- 
sumed etiological factors in the develop- 
ment of the schizophrenias. In the main, 
when rigid controls have been maintained 
and research design has allowed for exami- 
nation of all possibilities, an expected pri- 
mary causal relationship generally fades 
into being a secondary manifestation of fac- 
tors intrinsic to the diagnosis of schizophre- 
nia, such as dietary differences, institution- 
alization, behavioral differences, and so 
forth. This has been well illustrated re- 
cently by the fate, for example, of interest 
in ceruloplasmin(28, 39) and in phenolic 
acid excretion (40). In the author’s opinion, 
the particular indole compound we have 
studied, i.e., “spot 14,” can be included in 
the above category. 
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STEPS TOWARD THE ISOLATION OF A SERUM FACTOR 


IN SCHIZOPHRENIA ':? 
CHARLES FROHMAN, Pu.D., ELLIOT D. LUBY, M.D., 


GARFIELD TOURNEY, M.D., PETER G. S. BECKETT, M.D., 


The presumption that some types of 
schizophrenia may be related to inborn 
or acquired metabolic errors has been 
cyclically popular since the time of 
Kraepelin. As a result of this presumption, 
many investigations searching for a toxic 
metabolic factor have been made. Early 
studies led to no definite delineation of any 
such defect. A resurgence of metabolic 
research has occurred during the past 
decade due to improved methodology and 
instrumentation in both biochemistry and 
neurophysiology. The psychotomimetic 
drugs have also contributed to enthusiasm 
for biochemical research prompted by their 
ability to produce symptoms approximating 
those occurring in schizophrenia. Their 
chemical structure and action have led in- 
vestigators to establish models suggesting 
that a central disturbance in synaptic trans- 
mitter substances such as the catechol am- 
ines may be present in schizophrenia(1). 
The Tulane group has reported the ex- 
traction of a substance, presumably protein, 
from the serum of schizophrenic patients 
which they called “taraxein”(2, 3). When 
injected into volunteer controls, a psy- 
chotic response ensued, characterized by 
difficulty in thinking and depersonalization. 
When given to monkeys with electrodes 
implanted in the septal area of the brain, 
they showed behavior resembling cata- 
tonia and developed slow waves in their 
EEG’s. It should be mentioned that other 
centers in this country have not been able 
to duplicate this work(4, 5), although a 
Swedish(6) group has reported experi- 
mental verification with taraxein. Rather 
than being a simple protein, it would seem 

1 Read at the 116th annual meeting of the Ameri- 
can Psychiatric Association, Atlantic City, N. J., 
May 9-13, 1960. 

2 Grants-in-Aid from the National Association for 
Mental Health and the Scottish Rite Committee for 
— on Schizophrenia were of assistance in this 
study. 

3 Lafayette Clinic, Detroit, Mich. and Wayne State 
University, College of Medicine. 
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that taraxein is a mixture of as yet unrefined 
globulin components(7). Freedman and 
Ginsberg(8) did exchange transfusions be- 
tween 4 schizophrenic patients and 3 nor- 
mal adults and produced no significant 
clinical changes in either group. Winters 
and Flataker(9) found that rope climbing 
rats lost their agility when injected intra- 
peritoneally with whole serum from schizo- 
phrenic patients. Plants and tissue cultures 
have been incubated with schizophrenic 
serum in an attempt to assay growth inhibi- 
tion or acceleration. The results again have 
been controversial(10). Luby et al.(11) 
have been unable to demonstrate <iffer- 
ences between blood from schizophrenic 
patients and control subjects using several 
standard plants bioassay tests exceedingly 
sensitive to the presence of indolic com- 
pounds. Federoff(12), using cultures from 
strain L mouse cells, reported toxicity high- 
est with the serum of schizophrenic patients 
as opposed to the serum of normal subjects 
and surgical patients. Similarly, Martin and 
Kost(13) demonstrated marked effects of 
schizophrenic serum on tissue cultures of 
HeLa cells, even suggesting that their tech- 
nique might be used as a diagnostic test. 
Unusual indolic compounds have been dis- 
covered in the urine of schizophrenic 
patients with paper chromatography ; Mc- 
Geer et al.(14, 15) reported a number of 
unusual amines not found in normal urine. 
To the contrary Cafruny and Domino( 16) 
showed a decreased incidence of a hydro- 
xyindole-like material in the urine of schizo- 
phrenic patients. Bercel(17) studied the 
influence of schizophrenic serum on the be- 
havior of the spider and found that serum 
from two-thirds of the catatonic cases pro- 
duced a rudimentary type of web. Serum 
from other schizophrenic groups and nor- 
mal subjects had little influence in chang- 
ing the web patterns. The importance of 
diet in such studies cannot be overesti- 
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vation that these so-called abnormal indoles 
are related to coffee ingestion. 

Studies at the Lafayette Clinic have con- 
centrated on intermediary carbohydrate 
metabolism(19, 20, 21). A defect in the 
mechanisms associated with energy regula- 
tion was found in the chronic schizophrenic 
population manifested by an inability to 
mobilize adenosine triphosphate as an 
adaptive response to a stressor. Further 
work revealed that patients stressed with 
insulin could not shift their utilization of 
glucose to a portion of the carbohydrate 
metabolic scheme yielding greater energy 
production. It became important to know 
whether this was an enzymatic defect 
within the cell, or the result of an extra- 
cellular inhibitor substance. Crossover ex- 
periments incubating the plasma from 
patients with the erythrocytes of control 
subjects and vice versa clearly demon- 
strated that the substance was extracellular 
and in the plasma of the patients( 22). The 
effects of plasma from patients on oxida- 
tive metabolism of chicken erythrocytes 
was also investigated(23). Plasma from 
patients produced a more anaerobic form 
of metabolism than plasma from control 
subjects. 

These experimental results might be in- 
terpreted in a number of ways. They sug- 
gest that a compound in the plasma acts 
to prevent more effective utilization of 
glucose for energy under conditions of 
stress. Such a factor might be a normal 
metabolite found in excess in the patient’s 
plasma or else an abnormal metabolite 
present only in the patient. 

This paper is a report of the initial at- 
tempts to isolate and determine the chemi- 
cal structure and mechanism of action of 
this plasma factor which produces these 
disturbances in carbohydrate and energy 
metabolism. 


METHODS OF INVESTIGATION AND RESULTS 


The three investigatory steps and the pro- 
cedures for partial identification that have 
been used so far in order to isolate the 
factor accounting for the described meta- 
bolic defect in schizophrenia are : 

1. Separation of serum into protein and 
non-protein fractions by ultrafiltration. 
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2. Electrophoretic separation of the ser- 
um proteins. 

3. Further separation of the active pro- 
tein fraction by column chromatography 
using DEAE cellulose. 

In order to determine the activity of each 
fraction following separation, the chicken 
cell method(23) was used. The chicken 
cells are a homogeneous medium and are 
particularly valuable in studying glucose 
metabolism in that they are nucleated, and 
therefore catabolize glucose both anaero- 
bically and aerobically. The non-nucleated 
human erythrocytes catabolize glucose 
without the use of the most important 
aerobic pathway, the tricarboxylic acid 
cycle. The degree of oxidation within the 
cell (i.e., the rate of function of hydrogen 
transport) may be determined by measur- 
ing lactate/pyruvate ratios. Serum from 
schizophrenic patients produced lower 
pyruvate production and higher lactate/ 
pyruvate ratios when incubated with 
chicken erythrocytes than did serum from 
control subjects. The measurement of lac- 
tate/pyruvate ratios can be used to deter- 
mine the presence or absence of the “active” 
substance in each fraction separated. By 
dividing the lactate/pyruvate ratio of the 
fraction from the patients by that of the 
control subjects, one gains an index of the 
“activity” of the fraction of the patients. 
When the ratio is higher than one, it indi- 
cates an abnormal amount of activity in 
the schizophrenic sample. Pooled serum 
from chronic schizophrenic patients and 
control subjects was utilized for the 
analyses. 

The methods and results for each in- 
dividual step will now be described. 


1. Separation of serum into protein and non- 
protein fractions by ultrafiltration—The sera 
from control and schizophrenic subjects were 
separated into protein and non-protein portions 
by ultrafiltration using zinc chloride treated 
cellophane as the filtration membrane. The re- 
sults of the lactate/pyruvate ratios for the 
schizophrenic and control sera are reported 
in Table 1. Since the abnormal activity was 
found in the protein portion of the serum from 
the schizophrenic patients, one can conclude 
that the active principle is of protein structure 
or is conjugated with a protein. 

2. Electrophoretic separation of the serum 
proteins.—(a) Early protein separation pro- 
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cedures. A Karler Misco Curtain Electro- = RUN I 

phoresis apparatus was used in the first pro- isf- / ee 
tein separation procedures. The buffer was  95|- 
0.01 M barbiturate at pH 8.6. The serum oo 
proteins were separated into 17 fractions using 27°} pw o 
750 volts and 7 amperes. Figure 1 demonstrates 
the lactate/pyruvate ratios from each schizo- 

phrenic fraction divided by the lactate/pyru- 


TABLE 1 


MEans oF LACTATE/PYRUVATE RATIOS FROM 
CHICKEN CELLS INCUBATED WITH PROTEIN 
AND NoN-PROTEIN FRACTIONS OF SERUM 
FROM CONTROL SUBJECTS AND 
SCHIZOPHRENIC PATIENTS 


NON-PROTEIN PROTEIN 
Mean Range Mean Range 


Control 4.7 4.2-5.4 49 4.2- 5.7 ° 16 18 20 22 
Schizophrenic 5.0 4.4-5.7 8.6 5.9-11.2 Fraction number 

1 cc. of fraction added to 4 cc. chicken cell mix- FIGURE 1 
ture plus 1 cc. reconstituted dried plasma. Means are Activity Or Fractions SEPARATED BY 


from five separate determinations. Kar_er Misco ELECTOPHORESIS APPARATUS 


Fractions 


..- NORMAL PROTEIN 
— SCHIZ. PROTEIN 
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FIGURE 2 
TyYPicaL ProTEIN SEPARATION 
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vate ratios from the corresponding fraction 
of the control subjects. A value greater than 1 
indicates an abnormally active fraction. In this 
figure it can be clearly seen that this fraction 
occurred near fraction 6. This fraction contains 
primarily beta-globulins. 

(b) Later protein separation procedures. In 
order to fractionate larger quantities of serum a 
Beckman Spinco C. P. electrophoretic cell 
with a barbital buffer of 0.02 M. at a pH 
of 8.6 was used. This separation was accom- 
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FIGURE 3 
Activity oF FrRacTIONS SEPARATED ON 
Spinco ELECTROPHORETIC APPARATUS 


plished with 900 volts and 70 amperes. A 
typical separation is shown in Figure 2. These 
protein levels were determined by the biuret 
method (24). With better separation of larger 
amounts of serum, it was then evident that 
“activity” was most probably coming out in 
the alpha globulin fraction (Figure 3). It can 
be seen that the most abnormal activity is 
around fraction 9 of the schizophrenic sample, 
although there is some abnormal activity in 
the slow gamma globulin (fractions 2 and 3). 

3. Further separation of the active protein 
fraction by column chromatography using 
DEAE cellulose—The method used was de- 
veloped by Heath and co-workers(25). The 
cellulose was suspended in a large quantity 
of 2N.NAOH for 24 hours and separated by 
centrifugation. It was then washed with dis- 
tilled water until the washing returned to 
pH7. It was then washed 5 times with 0.005M 
phosphate buffer at pH7, suspended in 0.005M 
phosphate buffer, and a column 2 inches in 
diameter and 20 cm. high was poured. 

The sample was washed onto the column 
with two 50 cc portions of 0.005M phosphate 
buffer. It was then eluted by a gradient elution 
system containing 2 liters of 0.005M phosphate 
buffer in flask A into which is siphoned a 
solution containing 0.04M NaH,PO, and 0.14 
M NaCl. Fifty ce fractions of eluate were col- 
lected. Protein content of the fractions was 
determined using absorption at 280 mu. The 
protein concentrations of the various fractions 
are shown in Figure 4. Lactate/pyruvate ratios 
of the schizophrenic fractions divided by lac- 
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FIGURE 4 
SEPARATION OF Factor ON DEAE CELLULOSE 
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TABLE 2 


LACTATE/PYRUVATE FROM SCHIZOPHRENIC 
Fractions—-LACTATE/PYRUVATE FROM 
NorMAL FRACTIONS AFTER CHROMOTOGRAPHY 
on DEAE CELLULOSE 


Fraction 
I 0.968 
Il 0.973 
Ill 1.83 
IV 0.89 


tate/pyruvate ratios of the corresponding frac- 
tions from the control serum are presented 
in Table 2. “Activity” was demonstrated in 
fraction 3 which as yet has not been identified. 

Studies of the physical and chemical 
properties of the “active” substance.—The 
“active” fraction was added to chicken 
erythrocytes and then incubated with 1 
label glucose and 6 labeled glucose and 
the CO, measured in the manner described 
previously. With this method, one can de- 
termine the relative amount of glucose 
metabolized by the Emden-Meyerhof 
scheme and the hexosemonophosphate 


TABLE 3 


CO, PropuceD FROM THE | AND 6 CARBONS 
or GLucosE BY CHICKEN ERYTHROCYTES 
INCUBATED WITH FRACTIONS FROM 
SCHIZOPHRENIC PLASMA 


Fraction 9 


1-6870 


Ratio 1/6 
Schizophrenic 68.7 
6- 100 


1-9180 
Normal 
6- 70 


Fraction 4 
1-4035 
Schizophrenic 
6- 64 


1-4622 
Normal 46.2 


6- 100 


Incubation mixture consisted of 4 ml. of chicken 
erythrocytes suspended in equal volume of 0.9% 
NaCl, 5 ml. of plasma, 0.05 mc. 1-6 labeled glucose, 
1.0 cc. of the appropriate fraction and 0.5 cc. of 1% 
glucose. Fraction 9 was already proven active by use 
of lactate/pyruvate ratios from chicken cells. Fraction 
4 was an inactive fraction used for comparison. 


shunt. Table 3 gives the results of this 
study, showing that the factor increased the 
percentage of glucose metabolized by the 
Emden-Meyerhof scheme, thereby decreas- 
ing the amount converted to ribose. This 
was the same type of reaction noted previ- 
ously in plasma from control subjects when 
subjected to insulin stress and which 
occurred in the plasma of the schizophrenic 
patients both before and after stress. 

Since the factor from the serum of the 
schizophrenic patient appeared to be either 
an alpha or beta globulin and because many 
of these are glycoproteins, tests for N acetyl 
mannose amine (sialic acid, neuraminic 
acid) were performed on all the separated 
fractions from both patients and control 
subjects. Sialic acid levels were determined 
by two independent methods, because of 
the lack of specificity of each method. One 
method employed modified Ehrlich’s re- 
agent(26) and the other method used 
diphenylamine(27).* The levels of sialic 
acid per gram of protein for the various 
fractions from both patients and control 
subjects are shown in Figure 5. There is 
approximately 2% times as much sialic acid 
in the active fraction from the patients as in 
the corresponding control fraction. In the 
other fractions there were no significant 
differences. 

Studies of the physical properties of the 
active fraction reveal that it is unstable 
above pH 9 and below pH 6. It is most 
stable at 4° C. and within a few hours is 
destroyed at room temperature or by freez- 
ing. It can be dialized at pH 7.5 for 3 days 
at 4° C. without destruction. If a prosthetic 
group is involved it must be tightly bound. 
As was noted above, the active compound 
appears to be an alpha globulin or is some 
substance attached to an alpha globulin. 

The concentration of this fraction by the 
methods described above was one thousand 
fold (7 gm. of protein gave approximately 
7 mg. of the active factor ). However further 
purifications must occur before any state- 
ment can be made regarding blood level 
concentration. 


4 The sialic acid standards were supplied by Gregory 
Duboff, Ph.D. 
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FIGURE 5 
Mos. Per GraMs PROTEIN IN VARIOUS FRACTIONS 


DISCUSSION 

The separation procedures have led to 
the isolation of a factor in the serum of 
schizophrenic patients which has a sig- 
nificant effect on metabolism as measured 
by lactate/pyruvate ratios in the chicken 
erythrocyte. The procedures employed have 
revealed that this substance is most prob- 
ably an alpha globulin or a prosthetic group 
attached to an alpha globulin. It remains 
stable at 4° C. at a pH between 6 and 9, 
but is readily destroyed at room tempera- 
ture and with freezing. The alpha globulin 
may have a prosthetic group which re- 
sembles sialic acid. The factor also stimu- 
lates energy production by forcing glucose 
through the Emden-Meyerhof scheme, 
rather than the hexosemonophosphate 
shunt. This is also characteristic of the 
plasma from schizophrenic patients. This 
metabolic effect is characteristically seen in 
control subjects under stress. This suggests 
that the active principle in patients with 
schizophrenia may reflect a _ disturbed 


mechanism for adapting to stress. Further 
investigation is necessary to clarify this 
possibility. 

What is this factor and its significance 
for the understanding of the schizophrenic 
illness? It must be emphasized that, as yet, 
the factor has not been identified, although 
several of its characteristics have been de- 
fined and its activity greatly concentrated 
by the separation procedures. Also, al- 
though it appears to be definitely related 
to the previously described metabolic 
defects in schizophrenia, its meaning for 
the production of schizophrenic sympto- 
matology in its many diverse aspects is not 
known. It may be that this is a substance 
normally present in the serum of all indi- 
viduals, but quantitatively elevated in the 
schizophrenic. This elevation could be due 
to excessive production of the substance or 
the inability of the schizophrenic to meta- 
bolize or detoxify it. It is possible that this 
factor appears in normal persons after 
severe stress, as suggested by the metabolic 
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shift from the hexosemonophosphate shunt 
to the Emden-Meyerhof scheme that ap- 
peared under stress in the control subjects. 
This, however, remains to be proved since 
serum of stressed control subjects has not 
yet been separated in the manner described 
for the serum of patients. Studies of this 
type are now in progress. 

On the other hand, this factor may be 
an abnormal substance, never found char- 
acteristically in normal persons, which pro- 
duces a significant and diverse effect on 
metabolic processes in the schizophrenic 
patient. This could be an abnormal protein, 
or an abnormal prosthetic group attached to 
a protein. It is possible that such a pros- 
thetic group is related to sialic acid. The 
actions of sialic acid are unknown, but it 
is found in connective tissue, and more im- 
portantly as a normal constituent of the 
macromolecular brain gangliosides. 

What is the relationship of this factor 
to other toxic factors reported as occurring 
in schizophrenia ? This is in no way clear, 
although this factor could account for some 
of the results reported in other bioassay 
techniques, such as the rat climbing test 
and disturbed web patterns of spiders, that 
have suggested an abnormal effect of 
schizophrenic plasma. Taraxein may also 
contain this active principle. Inconsistencies 
in reports regarding toxicity of serum may 
be related to the lability of the compound 
in that it is so easily altered by changes 
in pH and temperature. Transfusion re- 
placement studies in which the blood of a 
normal subject is given to replace the blood 
of the schizophrenic patient produces no 
consistent improvement. This abnormal 
substance most likely continues to be pro- 
duced by the person with the schizophrenia 
and would therefore quickly prevent any 
replacement ettects. 

Much investigation remains to be done 
before one can understand the nature of 
the active factor and its significance in the 
pathophysiology of schizophrenia. With 
further isolation and definition of its char- 
acteristics, behavioral assays will assume 
crucial importance in determining its pre- 
cise role, whether primary or secondary, in 
this disorder. Further research on the fac- 
tor’s behavioral effects and the mechanism 
of its action is presently underway. 


__FROEMAN, LUBY, TOURIST, 


SUMMARY 


1. The steps in the separation of a factor 
in the serum of schizophrenic patients have 
been described. 

2. This factor has a significant effect 
on metabolism as measured by lactate/ 
pyruvate ratios in the chicken erythrocyte 
and the stimulation of energy production by 
forcing glucose through the Emden-Meyer- 
hof scheme, rather than the hexosemono- 
phosphate shunt. 

3. This factor is readily affected by pH 
and temperature, remaining relatively 
stable between pH 6 and 9 at 4° C. It is 
probable that this is an alpha globulin or a 
prosthetic group attached to an alpha glo- 
bulin. 

4. The significance of this factor for the 
schizophrenic illness has not yet been clari- 
fied. This may be a substance normally 
present in the serum of all individuals, 
but quantitatively elevated in the schizo- 
phrenic because of excessive production or 
its failure to be metabolized or detoxified. 
On the other hand, this may be a qualita- 
tively abnormal substance characteristic of 
schizophrenia. 

5. The possible relationship of this factor 
to other reported toxic factors in schizo- 
phrenia has been discussed. 

6. Further biochemical studies are in 
progress to identify the subject, as well 
as behavioral studies to ascertain its rela- 
tionship to the production of disturbances 
in overt behavior. 
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LONGITUDINAL CLINICAL AND NEUROCHEMICAL STUDIES ON 
SCHIZOPHRENIC AND MANIC-DEPRESSIVE PSYCHOSES * 


SAMUEL BOGOCH, M.D., Pu.D., KARL T. DUSSIK, M.D., 
CHRISTA FENDER, M.D., anp PETER CONRAN, M.D.? 


This laboratory is studying structure- 
function relationships in psychiatric patients 
with reference to the nervous system itself. 
Despite the inherent difficulty in doing 
structural studies on the nervous system in 
vivo, such studies are necessary if primary 
structure-function relationships in the nerv- 
ous system in terms of behavior are to be 
approached. Evidence in recent years has 
emphasized the relative autonomy of the 
nervous system with reference to peripheral 
organs and fluids. This physiological auton- 
omy, frequently referred to in terms of the 
Blood-Brain Barrier concept, has its basis 
in the fact that most substances pass in and 
out of the nervous system relative to the 
blood with difficulty. There is less likelihood 
therefore that biochemical correlates of 
either normal mental function or a dis- 
turbance thereof, central nervous system in 
nature, will be detected as readily in its 
primary form by studies on peripheral 
organs and fluids. With this in mind, we 
have been investigating the structure and 
function of some little-studied substances, 
native to the nervous system itself and 
relating these chemical studies to detailed 
longitudinal clinical investigations on the 
same individual psychiatric patients. This 
report will give only a brief outline and a 
few examples of the combined clinical and 
neurochemical approach which is being fol- 
lowed. 


STUDIES ON BRAIN GANGLIOSIDE 


The carbohydrate-containing macromole- 
cules of the nervous system, both glyco- 
lipid and glycoprotein in nature, are being 
investigated. One of these substances, oc- 
curring in high concentration in grey matter 
of brain, called brain ganglioside, has been 


1 Read at the 116th annual meeting of The Ameri- 
can Psychiatric Association, Atlantic City, N. J., May 
9-13, 1960. 

2 The Neurochemical Research Laboratory, Depart- 
ment of Psychiatry, Harvard Medical School, and 
Massachusetts Mental Health Center, Boston, Mass. 


studied in terms of its structure, histological 
localization, and physiological function. By 
the isolation of a previously unrecognized 
constituent of brain ganglioside, ganglio- 
cerebroside, the formulation was made of 
the repeating unit of this substance(1). The 
chemical structure of brain ganglioside 
showed it to contain water-soluble con- 
stituents (neuraminic acid, hexosamine, and 
hexoses) on one surface of the molecule, 
and lipoid-soluble constituents (sphingo- 
sine, stearic acid) on the other surface of 
the molecule, suggesting to us that brain 
ganglioside might be a membrane substance 
involved in receptor and transport functions 
in nerve cells(1, 2). By virus studies we 
have shown that brain ganglioside is in- 
deed a receptor for certain neurotoxic 
viruses(3, 4). By pharmacological studies 
with smooth muscle preparations(5) it was 
possible to show that brain ganglioside has 
marked stimulatory function in a mem- 
brane-active system, the clam heart, sug- 
gesting that brain ganglioside may be in- 
volved in transmission phenomena in the 
nervous system. In immunological studies, 
specific antibodies to brain ganglioside 
were prepared by us and these were used 
with fluorescent antibody techniques to 
demonstrate the nerve cell body localization 
of brain ganglioside(6). Thus, it has been 
possible, by utilizing several methodologies, 
to go from the determination of molecular 
structure, to physiological function, and 
then back to the histological localization for 
a substance native to brain. These studies 
provide evidence that brain ganglioside and 
substances chemically akin to it may be 
involved in important regulatory functions 
in terms of controlling the entry and egress 
of a number of important constituents in 
the nervous system. These functions are 
referred to collectively as the Barrier-Anti- 
body System(7, 8). If such is indeed the 
case, the relevance of these functions to 
mental health and mental disorder requires 
careful exploration. 
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EARLIER STUDIES ON NEURAMINIC ACID 
IN CEREBROSPINAL FLUID 


There is one compartment in the nervous 
system which is readily accessible to re- 
peated sampling in both man and animals 
without untoward physiological effects. This 
compartment is the cerebrospinal fluid 
(CSF). Our initial studies on “total neura- 
minic acid” in CSF in 1957, demonstrated 
an accumulation of this substance in CSF 
with age, with the maturation being ap- 
parent by 7 or 8 years of age(7, 8). Schizo- 
phrenic adults showed lower values for this 
substance relative to controls and compa- 
rable only to the values found in some chil- 
dren under 7 years of age. One group(9) 
working without double-blind controls, did 
not observe low values as consistently in a 
small group of schizophrenic patients. A 
second study(10) was unable to observe 
differences but used a correction factor for 
glucose which we have shown to be inade- 
quate(14). On the other hand, our finding 
of low values for neuraminic acid in CSF 
in schizophrenic patients has been inde- 
pendently confirmed by two other labora- 
tories(11, 12), although one of these con- 
firmatory studies(11) also employed cor- 
rection factors for glucose which we have 
shown to be unsatisfactory. The initial find- 
ings have also been confined in our ex- 
tended series of cases now numbering 1,024. 

Longitudinal studies(13) on schizo- 
phrenic and other psychiatric patients over 
weeks and months demonstrated that these 
low values were “group consistent” for all 
but 8% of untreated individual schizophrenic 
patients, and that with treatment only some 
7% more demonstrated increased concen- 
tration of “total neuraminic acid” bringing 
the values into the normal range. By “dou- 
ble-blind” careful clinical evaluation it was 
observed that clinical change was fre- 
quently temporally coincident with and 
qualitatively (and occasionally quantita- 
tively) related to the change in the con- 
centration of “total neuraminic acid.” 

All the above early studies used methods 
which determined both bound and free 
neuraminic acid, together with some other 
substances chemically related to neuraminic 


3 See also Christoni, G., and Zappoli, R. Am. J. 
Psychiat., Vol. 117, Page 246, Sept. 1960. 


acid(13, 14). By the careful quantitative 
fractionation procedure subsequently de- 
veloped in this laboratory(14, 15, 16), it 
has been possible to define the relative con- 
tributions of each of these fractions. In 
addition, it has been possible to obtain 
quantitative measures of the amounts of two 
other substances, the hexosamines and hex- 
oses which are bound in combination with 
neuraminic acid in the macromolecular 
glycoproteins of CSF. These new quantita- 
tive studies have, in addition to supporting 
the earlier findings on neuraminic acid in 
schizophrenics, provided data on the altered 
neurochemistry in other psychiatric diag- 
nostic groups : in chronic brain syndromes, 
manic and depressive psychoses, as seen in 
the concentrations of protein-bound hexos- 
amine and hexose. Furthermore, matura- 
tion phenomena have been shown for pro- 
tein-bound neuraminic acid, hexosamine, 
and hexose, which are of interest in relation 
to the possible relevance to psychological 
maturation(8). 


THE GLYCOPROTEINS OF CEREBROSPINAL FLUID 


The quantitative fractionation procedure 
which has been developed for CSF(14) is 
briefly shown in Figure 1. Whole CSF is 
lyophilized and dialyzed quantitatively, the 
whole non-dialyzable fraction (Fraction I) 
is then partitioned into a water-soluble 
fraction (Fraction G) and a very small in- 
soluble fraction (Fraction P). Fraction G 
is further partitioned by column chromatog- 
raphy into 6 glycoprotein fractions. Frac- 
tion II, the whole dialyzable material, is 
then treated on column chromatography 
with the resultant separation of cations, 
anions and neutral sugars. Free neuraminic 
acid from 0 to 12 «g. per cc. of CSF can be 
demonstrated in this way. Table 1 illustrates 
the large amount of quantitative data in 
terms of total solids, nitrogen, phosphorus, 
hexose, reducing sugars, hexosamine, and 
neuraminic acid, previously unavailable, 
and now available on each of these sub- 
fractions of CSF. It may be noted that the 
analyses indicate that Fraction G is a 
glycoprotein fraction particularly rich in 
carbohydrate components when compared 
with comparable glycoproteins of blood. 
Table 2 shows the electrophoresis and quan- 
titative elution of hexose and neuraminic 
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Lyophilized 
& Dialyzed 


FRACTION I 
(Whole Non-dialyzable) 


Centrifugation 


Fraction G Fraction P 


Column 
Chromatography 


Glycoprotein Fractions l through 6 


Electrophoresis 


Glycoprotein Fractions (Total>20) 
(1,2, 3A, 3B. 4A, 4B. 5B. OB. 


FIGURE 1 


FRACTION II 
(Combined Diffusate ) 


Column Chromatography 


Sugars 


FRACTIONATION OF CSF 


TABLE 1 


ANALYsIS OF FRACTIONS II 


, 1, P, anp G* 


Fraction Total % % Hexose % Reducing % Hexosa- % Neuraminic 
Solids P (as glucose) Sugars mine Acid 


ce. 
CSF 


(as glucose) (as galactosa- 
mine) 


10.58 5.38 7.16 0 
+1.93 +2.63 +2.56 
N—16 N=11 N—16 N=17 


0.442 5.28 fans 3.46 3.12 
+0.164 +4.97 +3.30 +1.37 


N=11 


0.029 14.9 
+0.018 +10.0 
N=90 


N=8 


3.17 2.43 
+1.56 +1.19 
N—80 N=—90 


0.355 14.40 0.51 6.65 3.68 2.20 
+0.145 +2.99 +0.31 +5.07 +2.40 +0.78 
N=196 N—64 N=15 N=165 N=170 N=189 


* The first value listed for each parameter is the mean, the second the standard deviation of the mean, 


and the third (N) the number of individual cases analyzed. 
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acid of Fraction G. It may be seen that 
normal specimens show the highest con- 
centration of these carbohydrates bound to 
protein in the ¢, and ¢, globulin regions, 
whereas schizophrenic patients and some 
other mental hospital patients show the 
highest concentration in the §-globulin 
zone, rather than in the «2 and ¢, globulin 
zone. Table 3 shows the further partition 
of Fraction G by IRC-50 column chroma- 


tography(17) into 6 subfractions differing 
in mobility and in absolute concentration of 
protein-bound hexose. Each of these sub- 
fractions has been further subdivided by 
paper electrophoresis. By this combination 
of ion-exchange chromatography and elec- 
trophoresis the presence of at least 20 in- 
dividual glycoproteins has been demon- 
strated in CSF(17). Furthermore, these 
fractions differ between individuals. Table 


TABLE 2 


ELECTROPHORESIS AND QUANTITATIVE ELUTION OF HEXOSES AND NEURAMINIC 
Acip oF Fraction G. 


% OF TOTAL ELUTED 


a,+a, Albumin  “Pre-albumin’’ 


Neuraminic Acid : 


16.9 
10.2 


Hexose : 


2.4 
23.7 
2.0 
41.2 


1.0 
8.5 
17.7 


34.8 
75.0 
48.5 
25.2 
45.5 
45.2 


Normal Specimens 
0 47.4 
56.5 
37.0 
46.7 


0 48.5 
26.1 
42.1 


6.4 
16.6 
37.6 
33.8 


10.9 
9.0 
4.3 


33.4 
18.7 
21.6 
25.2 


10.5 
22.4 
26.0 


Neuropsychiatric disorders** 
38.3 
4.7 


0.9 6.2 
6.5 2.1 
3.6 45.6 0 
8.8 19.7 22.6 
20.1 0 32.4 
2.4 8.6 4.7 


* +, B, and a,+a, refer to fractions which show the same mobilities as the respective globulin fractions in 


human blood serum. 


**Pooled samples from groups of ten acute and chronic mental hospital patients 80% of whom had the 


diagnosis of schizophrenia. 


TABLE 3 


AMBERLITE IRC-50 CHROMATOGRAPHY OF FRACTION G GLYCOPROTEINS 


Fraction 


Buffer 


pH 9% of Nitrogen % Hexose of 


Electrophoretic 


recovered fraction distribution 


4.25 
5.2 
5.72 
6.15 
7.0 
8.0 


Citrate 

Citrate 

Citrate 

Acetate 
Citrate-phosphate 
Citrate-phosphate 


16.3 
13.1 
10.3 
6.7 
3.4 
5.5 


9.3 
9.9 
30.2 
26.4 
15.3 
9.1 


a, + a, ; albumin 
a, + 4, ;8; albumin 
a, + ,;8; albumin 
ao +a,;8; albumin 


4 
hs 
* 
exose : 13.0 sie 
7.2 
Al 
29.2 
8.9 
: 
30.0 oe 
25.6 
17.4 
19.8 
— 
2 
4 
6 
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4 shows the quantitative amount of protein- 
bound hexose, hexosamine, and neuraminic 
acid in individual specimens of CSF. The 
ratios of these substances in terms of molec- 
ular amounts of each vary markedly from 
individual to individual over the range of 


hexose : hexosamine concentration of less 
that 1 : 1 through almost 10 : 1. Most people 
show ratios of 1 : 1 or 2: 1. The high degree 
of chemical individuation observed is of 
great interest since these are chemical con- 
stituents of the nervous system itself. The 


TABLE 4 


Mouak Quantitigs AND Ratios or Hexose, HEXOSAMINE AND NEURAMINIC ACID IN FRACTION 
G or Inprvipuvat SPEecIMENS oF CSF 


Total Solids in 


Molar Ratios 


Fraction G Hexose 
me./cc. CSF (as glucose) 


Hexosamine 
(as galactosamine) 


Molar Ratio 


Hexose: Hexosamine 


Neuraminic 


Acid 


0.338 5.6 
0.331 
0.490 
0.530 
0.616 
0.320 
0.658 
0.450 
0.314 
0.734 
0.292 
0.323 
0.275 
0.335 
0.159 
0.371 
0.499 
0.150 
0.274 
0.178 
0.278 
0.428 
0.405 
0.192 
0.308 
0.424 
0.179 
0.345 
0.354 
0.434 
0.403 
0.374 
0.187 
0.425 
0.543 
0.296 
0.278 
0.538 
0.142 
0.480 
0.276 
0.428 
0.594 


bbe 


1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
1 
] 
1 
1 
1 


ae 
— 
0.65 
are 
0.79 
0.91 
Pi 
4 
(2:1) 
2.30 
2.44 
2.80 
3.20 
3.30 
4.20 
5.55 
6.09 (6: ) 
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possibility that this potential for chemical 
individuation is related to chemica] bases 
of individuality must now be considered. 


GLYCOPROTEINS IN PSYCHIATRIC DISORDERS 


Following the observations of 1958, when 
the absolute amounts of these substances 
are compared in groups of psychiatric dis- 
order, certain unique patterns emerge. 
Table 5 shows the absolute concentrations 
of protein-bound hexose, hexosamine, and 
neuraminic acid in individual psychiatric 
patients and general hospital controls. It 
may be seen that patients with manic psy- 
choses demonstrate very high values for 
macromolecular hexose. Macromolecular 
hexosamine is elevated in both chronic 
brain syndromes and in manic psychoses, 
but is significantly lower from the control 
group in untreated schizophrenic patients. 
Macromolecular neuraminic acid is also 
low in untreated schizophrenic patients. 


With treatment, schizophrenic patients syn- 
thesize (or release) glycoproteins with 
normal or even greater than normal amounts 
of hexosamine, but containing still signifi- 
cantly lower levels of neuraminic acid(18). 

Longitudinal careful clinical follow-ups 
in double-blind studies with neurochemical 
studies have now been in progress for as 
long as 2% years on approximately 150 pa- 
tients. Figure 2 shows an example of the 
relative constancy of these constituents in a 
single depressed patient in an 11l-month 
period and the marked change which oc- 
curred accompanying gross functional 
change, in this case the change from 
marked depression to the normal affective 
or slightly elated state. This change was 
accompanied by a 500% increase in the 
absolute amount of protein-bound hexose 
despite the fact that there was no change in 
the total amount of glycoprotein present 
per ce. of CSF. Thus, it is not that more 


TABLE 5 


CONCENTRATIONS OF MACROMOLECULAR (BounD) HExose, HEXOSAMINE, 
AND NEURAMINIC ACID IN CSF or PsycuiaTric AND GENERAL HosPITAL PATIENTS 


Diagnosis 


Fraction G 


Hexose, wg./cc. CSF 


Hexosamine, ug./cc. CSF 


(as glucose) 


(as galactosamine) 


“Neuraminic 
ug./cc. CSF 


. Schizophrenia 


untreated 


. Schizophrenia, 


treated 


. Other (than 4, 


5 and 6) 
Mental Hospital 


. Chronic Brain 


Syndromes 


. Manic 


Psychoses 


. Depressive 


Psychoses 


. General 


Hospital 


Mean Range N 
17.8 (4.0-50.5) 49 


18.0 (7.0-54.5) 38 


26.8 (5.5-81.2) 9 


20.5 (11.0-31.0) 22 
72.2°°* (51.6-88.0) 4 


19.2 (14.5-31.0) 18 


22.5 (7.0-55.0) 11 


Mean 
8.0° oo 


14.0 


23.1°° 
29.0° 
10.8 
13.5 


Range N 
(1.8-24.2) 57 
(3.2-44.6) 60 


(1.6-15.0) 18 
(5.1-60.0) 21 
(9.0-57.0) 5 
(3.9-18.8) 14 
(8.3-17.8) 16 


Mean Range N 


(2.3-9.4) 44 


6.7°°* (2.7-10.1) 65 


7.8°°° (3.3-17.2) 26 


8.0°°° (4.4-11.9) 23 
10.6 (10.3-11.1) 3 
11.0° (5.5-15.1) 13 


10.3 (9.0-13.4) 9 


a 
Sy 
Next to 


mbol 


Mean 


** 


None 


P= 
Ps 


- N=Number of patients. 
Level of Significance of Difference of Means 
Relative to “General Hospital’ Group 


P=< 0.001 
0.001 
0.05 


ify 
| 
; 
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CASE # 336 CASE # 343 


0.282 0.157 0.543 9.330 0.332 O.107 0.244 
apr | gune! | yune yury | | 


1958 19586 
INSULIN on NOT IMPROVED INSULIN — MARKED IMPROVEMENT 


FIGURE 3 


THE CHANGE IN ABSOLUTE CONCENTRATION OF MACROMOLECULAR (BounpD) Hexose, HExo- 

SAMINE, AND NEURAMINIC AcID OF FRACTION G wiTH TIME IN Two PATIENTS WITH THE 

D1acnosis OF PARANOID SCHIZOPHRENIA WHO RECEIVED INSULIN THERAPY. THE SYMBOLS ARE 
AS IN Figure 2. 
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glycoprotein is present, but that a very 
different glycoprotein appears accompany- 
ing this functional change. The reverse 
change is seen also: that is, a drop in 
hexose accompanying the reverse functional 
change from a hypomanic to a depressed 
state in another patient who received no 
specific therapy. The changes in protein- 
bound hexose and hexosamine appear to 
relate to mood and other secondary symp- 
tomatology and have occurred with drug 
therapy as well as with electroshock therapy 
and spontaneously. On the other hand, 
levels of protein-bound neuraminic acid do 
not vary with secondary symptomatology 
but appear to be related to the level of ma- 
turity in terms of classical psychological and 
psychoanalytic periods of development and 
other more primary personality character- 
istics. Figure 3 shows two cases with the 
diagnosis of paranoid schizophrenia treated 
with insulin therapy. It may be seen that 
whereas both began with typically low 
amounts of protein-bound neuraminic acid 
and hexosamine, the changes in these gly- 
coprotein patterns with treatment were 
quite different in the two cases. Thus, the 
first case, representing 85% (Table 5) of 
schizophrenic patients thus far studied, 
showed a 700% increase in the amount of 
hexosamine synthesized in protein-bound 
form, but no change in neuraminic acid. 
This patient did not improve. The second 
case, representing about 15% (Table 5) only 
of schizophrenic patients studied, showed a 
somewhat lesser increase in hexosamine, 
but there was in addition a marked increase 
in the neuraminic acid bringing it into the 
normal range. This patient showed a mark- 
ed clinical improvement. 


WORKING HYPOTHESES 


These preliminary studies suggest the 
working hypothesis that there is a dis- 
turbance in the synthesis or maintenance of 
both macromolecular hexosamine and neu- 
raminic acid in schizophrenia and that the 
disturbance in hexosamine can be overcome 
(indeed “overcompensated for”) with treat- 
ment, but that the disturbance in neuram- 
inic acid is most often refractory to ther- 
apies presently available. Since hexosamine 
is a synthetic precursor of neuraminic acid, 
this accumulation of a precursor, without 


the accumulation of its derivative, suggests 
the possibility of an enzymatic block. 

It must be emphasized that these are 
neither more nor less than working hypoth- 
eses and their theoretical nature must clear- 
ly be distinguished from the quantitative 
nature of the experimental data from which 
the hypotheses arise. Most important, these 
examples are given in order to demonstrate 
that these new methods indicate a highly 
individual extensive chemical geography of 
native central nervous system constituents 
and provide a unique opportunity to study 
primary correlations between neurochem- 
ical and clinical events in individual pa- 
tients over long periods of time. 


SUMMARY 


Macromolecular glycolipids and glyco- 
proteins of the nervous system itself are 
being investigated in terms of their chem- 
ical structure, histological localization, and 
physiological function. Parallel “double- 
blind” clinical and quantitative neurochem- 
ical studies in psychiatric patients and con- 
trols have indicated a high degree of 
chemical individuation of these nervous 
system constituents, which may have rele- 
vance to individuality. In addition, dis- 
tinctive patterns of these constituents have 
been observed in chronic brain syndrome, 
manic, depressive, and schizophrenic pa- 
tients, and controls. These new quantitative 
methods provide a unique opportunity to 
study longitudinally primary correlations 
between neurochemical and clinical events 
in individual patients. 
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DISCUSSION 

R. A. CiecHorn, M.D. (Montreal, P. Q.). 
—These three papers demonstrate the critical 
influence of method on the progress of research. 
The development of new techniques in bio- 
chemistry in the past 15 years permits the 
measurement of organic substances in minute 
amounts, which was inconceivable prior to that 
time. This has led to a variety of renewed at- 
tacks on problems of mental illness. Frequently 
the concept underlying these approaches is not 
new, as has been pointed out with respect to 
the possibility of a toxic metabolic factor in 
schizophrenia. 

The utilization of such techniques as have 
been described in these papers makes certain 
demands of clinical investigators. It is fair to 
expect that they will be applied with a rigour 
no less exacting than that exercised in other 
biological fields, and presented in as compre- 
hensible a form as possible. An audience com- 
’ posed of psychiatrists cannot be expected to 
be as familiar as yet with the intricacies of 


modern biochemistry as applied to its disci- 
pline, or with many of the newer terms in 
common parlance among biochemists. To be 
frank, I do not feel that certain of the three 
papers just read gave sufficient thought to the 
process of lucid communication of material 
which might well be expected to be somewhat 
unfamiliar to a large section of today’s audi- 
ence. Doubtless these are difficult data to pre- 
sent simply, but even in reading the manu- 
scripts I found the going heavy at times. Fur- 
thermore, viewers cannot be expected to ex- 
tract significance from columns of data. If any 
of the authors be even slightly offended by my 
somewhat sententious and gloomy preamble, 
I will not be upset if they put this down to the 
discussant’s halting understanding. 

My interpretation of a discussant’s duty is 
that he should provide critical appraisal and, 
where possible, an assessment of implications 
of the work under consideration. 

Dr. Frohman spoke in his introductory para- 
graph of the use of psychotomimetic drugs in 
“physiologic amounts.” In order to be precise 
it is appropriate to point out that no dose of 
these drugs constitutes a physiologic amount. 
They produce effects in minimal or greater 
pharmacologic amounts only. A few lines later, 
these authors refer to Woolley and Shaw as 
having established : “models suggesting that a 
central disturbance in synaptic transmitter sub- 
stances, such as catecholamines, may be pres- 
ent in schizophrenia.” Actually, the Woolley- 
Shaw reference is to serotonin, an indole ethyl- 
amine, which is not a catecholamine. These 
are perhaps simple errors in exposition, but 
not happy examples of rigour. 

In discussing the putative role of abnormal 
indole compounds from schizophrenic patients, 
the authors mention McGeer, et al., who re- 
ported unusual amines in the urine. Unhappily, 
they seem to be unaware that a later paper 
from McGeer’s laboratory back tracks on their 
previous position. They state in 1959 (Canad. 
J. Biochem Physiol., 37, pg. 1493) that : “The 
differences found between the schizophrenic 
and normal extracts have not been stressed. 
Difficulties in quantitation and the uncertain 
origin of the spots, coupled with the relatively 
small number of extracts studied, make us feel 
that significant conclusions can be drawn only 
after further work.” Acheson, working in the 
same laboratory, was unable to confirm Mc- 
Geer’s original observations on urine. By deal- 
ing in such detail with controversial work the 
Lafayette group have not obtained support 
for their own endeavours which should, of 
course, be judged on its own merits. In pre- 


vious work along the lines of that reported 
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today, Dr. Gottlieb and his associates have 
reported that a chronic schizophrenic popula- 
tion has alterations in certain aspects of carbo- 
hydrate metabolism. This seemed to be asso- 
ciated with an unknown component in their 
plasma. 

The present study represents an attempt to 
isolate this factor, using recognized techniques 
which they describe. It appears from their in- 
vestigations that there may be a substance, 
either an alpha globulin or something asso- 
ciated with this protein, which alters the ratio 
of lactate to pyruvate produced by the chick- 
en’s erythrocyte. They say that it appears to 
be related to previously described metabolic 
defects in schizophrenia. Unfortunately, as 
their own review emphasizes, these “defects” 
are still highly controversial, with various find- 
ings denied by apparently equally reliable 
workers. I would personally be happier if they 
had demonstrated that the plasma from pa- 
tients with a variety of recognized infectious 
and metabolic diseases had been examined for 
this abnormal protein. There are also criti- 
cisms which might be levelled at their inter- 
pretation of the fractionation of proteins, e.g., 
the graphs submitted do not always bear out 
the direction the authors are pointing to. The 
five runs in Fig. 1 are five quite different 
patterns, and it requires a great deal of intui- 
tion to find a common point among them. The 
situation is somewhat better with the Spinco 
electrophoretic separation (Fig. 3). One might 
have been better pleased with a larger number 
of cases. 

One great difficulty in assessing the results 
is the authors’ use of ratios of numbers ; in- 
deed, also ratios of ratios. It is necessary to 
have some indication of the absolute figures 
and the normal variation also. 

Finally, the numbers are the amounts of 
lactic and pyruvic acids in chicken erythrocytes 
under specified conditions. According to the 
authors, the ratio of these indicates “the degree 
of oxidation within the cell (i.e., the rate of 
function of hydrogen transport).” The lactic/ 
pyruvic ratio simply does not measure this, 
and saying it does not make it so. At best, the 
lactic and pyruvic acid content of the cells in- 
cubated with glucose represents a balance 
between a great many cell constituents which 
basic research is constantly exploring further. 

Research in psychiatry cannot make ad- 
vances on the basis of rough-and-ready ap- 
proximated definitions, so that, suggestive 
though this work may be, one cannot say that 
it yet means that there is an established meta- 
bolic fault in schizophrenia. 

I am most unhappy with the authors’ in- 


ference that the active principle they find in 
schizophrenic plasma, “may reflect a disturbed 
mechanism for adapting to stress.” As long as 
that word “stress” is used indiscriminately, the 
actual mechanisms may not be examined 
properly. 

The experimental findings of Dr. Frohman 
and his group are undoubtedly interesting but 
they have lost emphasis in being too closely 
associated with speculative explanations. 

Controversy is a characteristic of science 
and one depending on a variety of factors such 
as subtleties of technique, accuracy of per- 
formance, and the intrusion of the investi- 
gator’s emotional investment, usually in an 
hypothesis. The paper read by Dr. Cole dem- 
onstrates one way of dealing with conflicting 
reports. The introductory paragraph refers to 
37 relevant papers, ignoring detail but high- 
lighting points pertinent to the study to be 
reported. This is entirely legitimate and leaves 
the audience free to contemplate the results 
of the studies presented. The examination of 
the patients and controls by a “blind” pro- 
cedure inspires confidence. The replication of 
the original finding supplied support for the 
initial data which indicated that one of the 
indoles in the urine was present more often 
in patients than in controls. Then the bio- 
chemists’ regard for exactitude spoiled this 
promising picture. By extracting the urine at 
the demonstrated optimum pH, many of the 
previously indole negative controls became 
positive. Thus the difference between patients 
and controls disappeared. It must have been 
disappointing but it was science. In the exer- 
cise of another control measure it was shown 
that an antibiotic with activity on intestinal 
flora, where indole producing bacteria flourish, 
caused a decrease in the incidence of indole 
positive urines in both patients and normal 
individuals. The conclusion that the source of 
the indole studied is from the gut is modest 
but it puts a nail in the coffin of an elusive 
red herring. In this presentation of negative 
results one sees the operation of a highly im- 
portant facet to progress in research. 

Exciting though the third paper is, I con- 
fess to some blocking at my blood-brain bar- 
rier. The concatenation of unfamiliar and com- 
plicated chemical terms makes the ego and 
the id sound like H,O. However, we must 
open our intellectual maws and get on with 
= job of incorporating this novel biochemical 

us. 

The findings reported by Dr. Bogoch are 
based on studies of well over 1,000 cases. This 
is a reassuring population sample. To sum- 
marize his results briefly we see that : 
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1. The value for total neuraminic acid in the 
C.S.F. was low in cases of schizophrenia and 
chronic brain syndrome. This low value in- 
creased with improvement in a few cases. 

2. The hexosamine content of C.S.F. was 
also lower in untreated schizophrenics than in 
controls. It rose with treatment, both in cases 
which improved clinically and those which did 
not. Contrary to the low level found in schizo- 
phrenics, hexosamine was elevated in both 
manic psychoses and chronic brain syndromes. 

3. Cases of manic psychoses showed high 
values for C.S.F. macromolecular hexoses. This 
value decreased with the alleviation of the 
hypomanic and the onset of a depressed state. 

4. The authors relate the level of protein 
bound neuraminic acid more closely to the 
level of “maturity” than to what they call 
secondary symptomatology and mood. In the 
cases studied, they point out that of the schizo- 
phrenic patients improving there was a marked 
increase in the neuraminic acid, bringing it 
within normal range. Contrariwise, the changes 
in protein bound hexose and hexosamine ap- 


peared to relate more closely to mood and 
other secondary symptoms, and might change 
with treatment despite the absence of im- 
provement. 

Under the label “Working Hypotheses,” Dr. 
Bogoch and his associates suggest that an 
enzymatic block occurs in schizophrenia, pre- 
venting the elaboration of neuraminic acid 
from its precursor hexosamine in certain cases. 
Hence, while this constituent may accumulate, 
it does not necessarily follow that its deriva- 
tive, neuraminic acid, will increase. They urge 
a clear distinction be maintained between their 
quantitative data and their theory. This is wise 
counsel for all workers and might be sum- 
marized as maintaining the distinction be- 
tween content and concept. 

In conclusion, I would like to express the 
hope that, as these biochemical studies get on 
to firmer ground, a closer association be made 
with clinical assessment of mental status. In 
initial stages, this is understandably subordi- 
nated, but ultimately much will be gained by 
keeping the patient in the picture. 
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PSYCHOLOGIC FACTORS AND PSYCHIATRIC DISEASE IN 
HYPEREMESIS GRAVIDARUM : A FOLLOW-UP STUDY OF 
69 VOMITERS AND 66 CONTROLS * 


PHILIP W. MAJERUS, SAMUEL B. GUZE, M.D., W. BRADFORD DELONG, 
anv ELI ROBINS, 


Many reports on hyperemesis gravidarum 
suggest that it is either caused or greatly 
influenced by psychologic stress and emo- 
tional tension (1-9). At the same time, there 
are other reports that indicate that hyper- 
emesis gravidarum is unrelated to psycho- 
logic and emotional factors (10-13). 

The evaluation of psychologic factors is 
difficult, particularly when adequate control 
groups are not considered at the same time, 
as has usually been the case. Further, it is 
desirable to minimize or eliminate the in- 
fluence of the vomiting and associated dis- 
comfort, themselves, upon the patient's 
emotional state. These considerations, plus 
the absence of any published psychiatric 
follow-up studies, suggested that such a 
follow-up of a consecutive group of women 
with hyperemesis gravidarum and controls 
would be of value. It would permit an 
assessment of the relationship between this 
disorder and clinically evident psychiatric 
illness as well as between hyperemesis 
gravidarum and various psychologic and 
social factors when the complicating factor 
of the hyperemesis gravidarum was in the 
past. Clearly, the results of such a follow-up 
study could not finally answer the question 
whether or not acute emotional tension or 
stress might have initiated the hyperemesis 
gravidarum. Nevertheless, it could answer 
the question whether or not there is an 
association between the excessive vomiting 
and clinically evident psychiatric disease, 
on the one hand, and between the hy- 
peremesis and chronic psychologic difficul- 
ties, on the other hand. 

The present investigation was designed 


1 Read at the 116th annual meeting of the Ameri- 
can Psychiatric Association, Atlantic City, N. J., 
May 9-13, 1960. 

2 Respectively : Fourth year student ; Associate pro- 
fessor of psychiatry ; Fourth year student, and Profes- 
sor of psychiatry, Washington University School of 
Medicine, St. Louis, Mo. 

Part of this work was done during the tenure of 
a Medical Student Research Fellowship, United States 
Public Health Service. 


to follow and study a group of women with 
hyperemesis gravidarum and compare them 
with a group of controls for the prevalence 
of psychiatric illness and for various 
psychologic, social, marital and medical 
factors. 

In a previous paper (13), we reported 
on the prevalence of psychiatric illness 
among the first 48 vomiters and 45 controls. 
We found no differences between vomiters 
and controls in the prevalence of any 
psychiatric disorder except for hysteria 
which was encountered in 15% of the vom- 
iters and 2% of the controls. Using a one- 
tailed test of significance, this difference by 
the Chi square method was significant at 
the .05 level. It was concluded, therefore, 
that in the great majority of cases hyper- 
emesis gravidarum is not a manifestation of 
clinical psychiatric disease and that in the 
few cases in which it may be a manifestation 
of psychiatric illness the only illness in- 
volved is hysteria. 

Another finding presented in our previ- 
ous paper was the greater prevalence of 
hyperemesis gravidarum among ward 
patients compared to private patients. 

Since our original sample included only 
14 white vomiters and 14 white controls, 
in the present study we extended our obser- 
vations to include additional white vomiters 
and controls. This report then will deal with 
the psychiatric and psychologic findings of 
our entire group of vomiters and controls. 


Selection of Patients and Controls : The 
sample consisted of all patients admitted to 
St. Louis Maternity Hospital with hyper- 
emesis gravidarum during 1954-55 reported 
previously and all white patients with 
hyperemesis gravidarum admitted during 
1956-57. We selected controls by matching 
each vomiter with the next patient admitted 
to the hospital with a normal full-term de- 
livery of the corresponding ward or private 
status. 
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There were initially 81 vomiters and 81 
controls. After we began the study, we 
discovered that one control had suffered 
from pyelonephritis during the index preg- 
nancy and she was therefore excluded from 
the study leaving 81 vomiters and 80 con- 
trols. Of these, 87 were white and 74 were 
Negro women ; 92 were ward patients and 
69 were private patients. Interviews were 
held with 35 or 83% of the white vomiters, 
35 or 78% of the white controls, 34 or 
87% of the Negro vomiters, and 31 or 89% 
of the Negro controls. Reasons for not inter- 
viewing patients included: patient not 
located, 3 cases ; obstetrician refused per- 
mission, 3 cases ; patient moved more than 
250 miles away, 17 cases ; and patient re- 
fused interview, 3 cases. Thus 84% of the 
original sample were interviewed. There 
were 20 women who had moved more than 
250 miles away of whom we interviewed 3. 
This left 141 women within the St. Louis 
area of whom we interviewed 132 or 94%. 
The ages of vomiters and controls were 
similar. 

A further comment is indicated concern- 
ing the appropriateness of our control pop- 
ulation. The criteria for selecting our con- 
trols were presented above. Since many of 
the mental, social, sexual and familial 
factors studied may vary with socio- 
economic and sociocultural status, it is im- 
portant to assure similarity of status of 
vomiters and controls. We compared our 
vomiters and controls in terms of their 
educational level, their husbands’ educa- 
tional level, and their husbands’ occupa- 
tional classification without finding signifi- 
cant differences. 

Seven percent of the vomiters and 15% of 
their husbands were college graduates com- 
pared to 10% of the controls and 18% of their 
husbands. The corresponding figures for 
high school graduates were 38% of the vom- 
iters, 47% of their husbands, 45% of the 
controls, and 37% of their husbands. Among 
the vomiters, 48% of the husbands were 
skilled workers or higher (categories 0-5 of 
the United States Department of Com- 
merce) (14), while the corresponding 


figure for controls was 52%. Even when 
whites and Negroes were considered sep- 
arately, no significant differences were 
found. 
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Criteria of Diagnosing Hyperemesis 
Gravidarum : The patients were selected on 
the basis of their having been discharged 
with a diagnosis of uncomplicated hyper- 
emesis gravidarum. Patients with coexisting 
illnesses (e.g., pyelitis, pyelonephritis ) and 
patients with toxemia of pregnancy were 
excluded from the sample. The literature is 
vague about the diagnostic criteria for 
hyperemesis gravidarum and since many 
obstetricians and obstetric residents were 
involved in the admission of patients, the 
diagnostic criteria used were varied. Never- 
theless, there is no doubt that these women 
were severe vomiters. Although many of 
the hospital charts were incomplete in one 
or more of the significant items that would 
have permitted evaluation of the severity 
of vomiting, 58% of the charts presented 
evidence of acetonuria on admission and 
44% of the charts carried notation of sig- 
nificant dehydration. In 38% of the charts 
there was noted significant weight loss 
which was over 4.5 Kg. in 2/3 of the cases. 
These are minimal figures since many of 
the charts carried none of these notations 
either positively or negatively, while others 
carried one or all of the above items. 

Further evidence of the severity of symp- 
toms is available from the interview data. 
When asked why they first consulted an 
obstetrician at the time of the index preg- 
nancy, 82% of the vomiters reported that 
they went because of symptoms (nausea 
and vomiting) in contrast to only 15% of 
the controls (P<.01). The controls most 
often consulted their obstetricians because 
they thought it was the thing to do (49%) 
or because they wanted to find out if they 
were pregnant (36%). As further evidence 
of the differences between patients and con- 
trols, 64% of the controls reported either no 
nausea and vomiting during pregnancy 
(34%) or nausea only (30%). Obviously, 
there were no such patients among the vom- 
iters (P<.01). More than half the vomiters 
(54%) had nausea and vomiting over half 
of the pregnancy while only 12% of the 
controls vomited for this period of time 
(P<.01). The frequency of vomiting was 
much greater in the vomiters than in the 
controls with 99% of the former vomiting 
more than once a day. Only 14% of the 
controls vomited more than once a day 
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(P<.01). Thus it seems safe to conclude 
that the patients selected by the divergent 
diagnostic criteria of many obstetricians 
did have severe vomiting with their preg- 
nancies. 

Follow-up Interview : The patients were 
interviewed from 2 to 4 years after their 
hospitalization for hyperemesis gravidarum. 
The interviews were conducted largely in 
the patients’ homes, and occasionally a 
third person was present. Three patients 
were interviewed at the hospital either be- 
cause they were coming to visit their doctor 
or because they were hospitalized for other 
reasons. Three interviews were conducted 
by long distance telephone. We attempted 
to reach the other patients who lived over 
250 miles away by telephone but were un- 
successful because they either had no 
phone, or were out of the country with their 
husbands in military service, or could not 
be personally contacted. 

The interviews were primarily clinical in 
their orientation and were structured so 
that the same areas were systematically 
studied in the same order in each woman. 
Significant positive and negative answers 
were explored in detail. Questions were 
asked relating to medical and psychiatric 
symptoms, past illnesses, operations, hos- 
pitalizations, pregnancies, marriages, atti- 
tudes toward nursing, relationships with 
husbands, sexual behavior, and psychologic 
adjustment. The answers were scored as 
yes or no after review by each of the 
authors and the data coded and placed on 
IBM cards which were sorted and analyzed. 

Diagnostic Criteria: The criteria for 
diagnosing psychiatric illness were those of 
Wheeler, et al.(15) for anxiety neurosis, 
Purtell, et al.(16) for hysteria, Langfeldt 
(17) for schizophrenia and Cassidy, et al. 
(18) for manic-depressive disease. It should 
be noted that these criteria relate only to 
specific medical and psychiatric symptoms, 
their intensity and attendant disability. 
Whenever a patient did not meet these 
criteria, she was placed in one of the fol- 
lowing groups: no psychiatric disease, 
borderline anxiety neurosis, probable hy- 
steria, or undiagnosed. A patient was con- 
sidered to have borderline anxiety neurosis 
if she had a few symptoms characteristic of 
anxiety neurosis but did not have the car- 


dinal symptoms or enough of the others to 
permit a definite diagnosis. We believe that 
with further study, some of these patients 
would be regarded as clinically well and 
some as having mild anxiety neurosis. A 
patient was considered to have probable 
hysteria if she was definitely suffering from 
a chronic psychiatric disorder that had 
many of the features of hysteria but with 
some of the typical criteria absent. Unlike 
the borderline anxiety neurosis group, this 
group if followed further would almost 
certainly continue to show significant 
psychiatric disturbance and would not be 
considered clinically well even if a definite 
diagnosis of hysteria could still not be 
made. A patient was considered to have no 
psychiatric disease and to be clinically well 
if she had no psychiatric symptoms or only 
occasional, mild, inconstant symptoms that 
did not seem severe enough to suggest bor- 
derline anxiety neurosis. Patients who were 
placed in the undiagnosed group were felt 
to have a definite psychiatric illness which 
could not be diagnosed with certainty. 

Statistical Methods: Comparisons were 
made between vomiters and controls by 
using the Chi square test with Yates cor- 
rection for continuity. The probability level 
of P<.01 was selected as the level of sig- 
nificance since so many correlations were 
done. One would expect 1/20 of the correla- 
tions to be significant at the P<.05 level of 
significance ; we found 4 correlations sig- 
nificant at the .05 level of significance and 
since over 100 Chi square tests were done, 
we felt that P<.01 would include only 
significant results. Since there were no sig- 
nificant differences in our results when the 
two races were analyzed separately, we 
combined the white and Negro women and 
are presenting the data in terms of all vom- 
iters compared to all controls. 


RESULTS 
CLINICAL DISORDERS AND SYMPTOMS 
Diagnostic Groups: In the entire group 
of 135 women interviewed, 69 (50%) had no 
psychiatric disease and another 13 (10%) 
had only borderline anxiety neurosis. Of 
the remaining 40%, 26 patients had anxiety 
neurosis (20%) and 10 (7%) had hysteria 
or probable hysteria. The other 18 patients 
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(13%) were felt to have definite psychiatric 
illnesses which could not be specifically 
diagnosed. 

There was no significant difference in the 
overall prevalence of psychiatric disease 
between the two groups : 55% of the vom- 
iters and 44% of the controls. There was 
also no significant difference between vom- 
iters and controls so far as the following 
individual psychiatric diseases are con- 
cerned : anxiety neurosis, 23% of the vom- 
iters and 15% of the controls; borderline 
anxiety neurosis, 7% of the vomiters and 
12% of the controls ; manic-depressive dis- 
ease, no vomiters and 1% of controls; un- 
diagnosed psychiatric illness, 13% of the 
vomiters and 12% of controls. Although 
there is a suggested difference in the 
prevalence of hysteria and probable hys- 
teria, 12% of the vomiters and 3% of the 
controls, this difference is not significant. 
There were no significant differences be- 
tween Negro and white women in the over- 
all prevalence of psychiatric iJlness or in the 
prevalence of any specific psychiatric ill- 
ness.® 

Gastrointestinal Symptoms : The women 
were questioned about gastrointestinal 
symptoms which occurred when they were 
not pregnant. There was no significant 
difference between vomiters and controls 
as to food idiosyncrasies, nausea and vom- 
iting, “upset stomach,” “indigestion,” 


3In our previous paper, we called attention to the 
higher prevalence of psychiatric illness among the 
Negro controls (51%) compared to the white con- 
trols (14%). We had no explanation for this ap- 
parent difference but since the difference had marked- 
ly diminished with the increased size of our white 
sample (the prevalence among white controls rose 
to 37%) it was probably only a chance variation re- 
sulting from the small size of the sample in the first 
study. Further, in our previous paper, we noted that 
when the white vomiters and controls were compared 
separately, there was an excess of total psychiatric 
illness in the vomiters, 56% versus 14% (P<.05). 
When the patients with hysteria were eliminated, the 
significant difference’ disappeared but there was still 
an increased occurrence of psychiatric illness in the 
white vomiters (44%) as compared to the white 
controls (14%). With the increased size of our 
white sample we found that 51% of the vomiters and 
37% of the controls were psychiatrically ill, a dif- 
ference that is not significant ; and when the white 
hysterics are removed, the figures are 45% of the 
vomiters and 35% of the controls, an even smaller 
difference. 
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“stomach pain,” “stomach trouble,” or con- 
stipation. 

Menstrual Symptoms: A complete men- 
strual history was taken from all patients. 
There were no significant differences be- 
tween vomiters and controls in the fre- 
quency of dysmenorrhea (71 vs. 52%), feel- 
ing weak and sick with periods (57 vs. 
46%), having to lie down for more than half 
a day with periods (49 vs. 47%), feeling 
tense and jumpy with periods (54 vs. 55%), 
menorrhagia (22 vs. 21%), amenorrhea for 
3 months or more when not pregnant (7 vs. 
8%), and irregular menses (22 vs. 23%). 

Psychologic Symptoms : Vomiters did not 
differ significantly from controls with re- 
spect to being nervous (61 vs. 49%), crying 
easily (71 vs. 62%), being easily depressed 
(57 vs. 50%), being shy and sensitive (30 
vs. 44%), having their feelings easily hurt 
(60 vs. 38%), and being easily upset or 
irritated (51 vs. 36%). 


SOCIOECONOMIC STATUS OF VOMITERS 


In the original sample from 1954-55, there 
were 58 vomiters, of which we interviewed 
48. Of the original 58, however, 40 were 
ward patients and 18 were private patients. 
During these two years, 4,660 ward patients 
and 4,936 private patients were admitted to 
the Obstetric Service of St. Louis Maternity 
Hospital. Thus, despite a nearly 1:1 ratio 
of ward to private admissions in the overall 
admissions, the ratio among the vomiters 
was over 2:1. The hospital does not keep 
overall statistics of racial distribution but 
the Chief of the Service estimated that 
about 85% of the ward patients and about 
5-10% of the private patients were Negro 
(19). Of the 40 ward vomiters 35, or 88%, 
were Negro which is about the estimated 
percentage of Negro patients in the overall 
ward admissions. Of the 18 private vomiters 
4, or 22%, were Negro, which is higher than 
the percentage of Negro private patients 
estimated above. The small number of pa- 
tients and the absence of accurate data con- 
cerning the racial distribution of all ob- 
stetric admissions make it difficult to esti- 
mate the significance of these figures, but 
they certainly do not confirm the viewpoint 
(8) that hyperemesis gravidarum is more 
prevalent in upper socioeconomic levels. 

In the second portion of our sample, from 
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1956-57, there were 23 vomiters, of which 
we interviewed 21. The total sample of 23 
vomiters was divided into 6 ward patients 
and 17 private patients. All of these patients 
were white, by our selection criteria. Using 
the same estimates of racial distribution as 
above and the figures for all ward and pri- 
vate admissions for the years 1956-57 (3487 
ward admissions and 5386 private admis- 
sions), we find that the overall ratio of 
white ward to white private admissions 
was 1:10, while the ratio of white ward 
to white private vomiters was 3.5:10. Again 
these data, while difficult to evaluate be- 
cause of the uncertainties referred to 
above, do not support the idea that hyper- 
emesis gravidarum is more prevalent in up- 
per socioeconomic levels. 


PREGNANCY, CONTRACEPTION AND NURSING 


Primiparity, Abortion and Stillbirths : The 
vomiters and controls were compared as to 
the frequency of primiparity and a history 
of abortion or stillbirth. The proportion of 
vomiters who were primiparous at the time 
of the index pregnancy was 31% while the 
corresponding figure for the controls was 
20%. Up to the time of the index pregnancy, 
26% of the vomiters and 24% of the controls 
had had an abortion or stillbirth. These fig- 
ures were increased to 32% for vomiters 
and 27% for controls by the time of the 
follow-up interview. These differences are 
not significant. 

Vomiting with Other Pregnancies : There 
was one striking difference between the 
vomiters and controls so far as their preg- 
nancy histories are concerned: while 53% 
of the controls had never vomited with any 
other pregnancy, only 13% of the vomiters 
gave such a history (P<.01). 

Contraception: Forty-nine per cent of 
the vomiters and 35% of the controls used 
contraceptives ; while 15% of the vomiters 
and 18% of the controls practiced coitus in- 
terruptus. These differences are not signifi- 
cant. 

Planning of Pregnancy: The data indi- 
cate that 36% of the vomiters and 38% of the 
controls wanted and planned the index 
pregnancy ; 38% of the vomiters and 44% of 
the controls did not plan but wanted the 
index pregnancy once it was achieved ; and 
26% of the vomiters and 18% of the controls 
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did not want and did not plan the index 
pregnancy. These differences are not signifi- 
cant. 

Twenty-nine per cent of the vomiters and 
15% of the controls had had at least one 
pre-nuptial conception. These nearly always 
preceded marriage to the father. So far as 
the index pregnancy is concerned, 12% of 
the vomiters and 3% of the controls con- 
ceived prenuptially. Although these differ- 
ences are suggestive, they are not signifi- 
cant. 

Nursing: The results show that there 
were no significant differences in intention 
to nurse the index child (vomiters 47% vs. 
controls 53%), actual nursing of the index 
child (33 vs. 44%), belief that nursing is 
better for baby (62 vs. 67%), belief that 
nursing is a pleasure for mother (48 vs. 
64%) and belief that nursing is good for 
mother (39 vs. 58%). 


MARITAL AND SEXUAL ADJUSTMENT 


Divorce and Separation: At the time of 
the index pregnancy, 19% of the vomiters 
and 14% of the controls had had a divorce 
or separation due to marital discord. These 
were scored independently, i.e., when sepa- 
ration preceded divorce, it was not scored. 
At the time of the interview these figures 
were 23% for the vomiters and 15% for the 
controls. 

Trouble with Husband: At the time of 
the interview, 30% of the vomiters and 23% 
of the controls reported current troubles or 
difficulty with their husbands—this was the 
present husband for the women who had 
been divorced previously. 

Sexual Adjustment : This was assessed in 
terms of the following: desire for less 
coitus (20% of vomiters vs. 23% of controls), 
never initiating love-making (33 vs. 32%), 
enjoyment of coitus less than husband (29 
vs. 30%), complete absence of orgasm (6 vs. 
8%), achievement of orgasm less than half 
the time (28 vs. 32%), coitus primarily to 
please husband over one-quarter of the time 
(30 vs. 35%), and dyspareunia (23 vs. 30%). 
None of these differences is significant. 


RELATIONS WITH MOTHER AND 
MOTHER-IN-LAW 


The relations with mother and mother- 
in-law were evaluated by a series of ques- 
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tions summarized as follows: mothers re- 
ported to have had any negative attitude 
toward index pregnancy (20% of vomiters 
vs. 16% of controls ), mothers-in-law reported 
to have had any negative attitude toward 
index pregnancy (23 vs. 20%), mothers re- 
ported as being nagging, dominant or offer- 
ing unsolicited advice (38 vs. 58%), patients 
indicating a recognition by herself or hus- 
band that there was some dependency pres- 
ent in the relationship with mother (49 vs. 
54%). There were no significant differences. 


DISCUSSION 


Clinical Disorders : The fact that 45% of 
the vomiters were without psychiatric ill- 
ness at the time of follow-up study indicates 
that hyperemesis gravidarum is not exclu- 
sively related to chronic psychiatric disease. 
Nor is it related to the following specific 
disorders : anxiety neurosis, manic-depres- 
sive disease and schizophrenia. 

The incidence of hysteria and probable 
hysteria was higher among vomiters (12%) 
than controls (3%). This difference is not 
statistically significant although a trend is 
suggested. In our first paper(13), we re- 
ported that 15% of the vomiters and 2% of 
the controls had a diagnosis of hysteria or 
probable hysteria. This difference was sig- 
nificant at the .05 level if a one-tailed test 
of significance was applied. Increasing the 
size of the sample did not appreciably 
change these percentages and a two-tailed 
test still failed to achieve significance.* This 
suggested correlation between hyperemesis 
gravidarum and hysteria involves only 10 
of the 135 women in the study. It cannot 
be evoked therefore as a general explana- 
tion for hyperemesis gravidarum. Further- 
more, as indicated in our previous report, 
it is possible that our results merely reflect 
the greater propensity for women with 
hysteria to be hospitalized for any reason 
(16). That hyperemesis gravidarum did not 


4 One of the two control patients with hysteria in 
the second half of the study however, was a woman 
who had had severe hyperemesis gravidarum in the 
past, vomiting continuously through the day all 
through pregnancy with each of 7 pregnancies. She 
had been hospitalized elsewhere on occasion and was 
bedridden under a doctor's care during the index 
pregnancy. If this woman is included with the vomit- 
ers, the results become 13% vs. 1.5%. (In this case, 
P<.05.) 


cause the hysteria is evidenced by the fact 
that hysteria preceded hyperemesis gravi- 
darum in all 7 cases where this information 
was available. 

The only clinical symptomatology that 
differed in the vomiters and controls was 
the much greater prevalence of vomiting 
with other pregnancies in the vomiters 
(53%) than in the controls (13%). Further- 
more, vomiters tended to have more severe 
and prolonged vomiting than controls in 
the other pregnancies. These findings are 
consistent with the reports of others(20). 
Other gastrointestinal symptoms, history of 
menstrual disturbances, and occurrence of 
psychologic symptoms did not show signifi- 
cant differences between the two groups. 

Socioeconomic Status : The conclusions of 
our previous paper on the socioeconomic 
status of patients with hyperemesis gravi- 
darum are further supported by this ex- 
tended study. Our data indicate that hy- 
peremesis gravidarum does not occur more 
frequently in private patients than in ward 
patients. These results are in constrast to 
those reported by others(8), but are con- 
sistent with the findings of Kassebohm and 
Schreiber(10) who reported on a series of 
patients from a New York hospital serving 
patients of low socioeconomic status only. 

Other Findings : We found no significant 
differences between vomiters and controls 
when the two groups were compared with 
respect to primiparity, abortions and still- 
births, contraception, attitudes toward and 
planning for pregnancy and nursing, sepa- 
ration and divorce, trouble with husband, 
sexual adjustment, and relations with 
mothers and mothers-in-law. 

The absence of significant differences be- 
tween vomiters and controls with respect to 
psychiatric illness, psychologic symptoms, 
socioeconomic status, and the other factors 
of personal and social adjustment noted 
above is in contrast to many of the recent 
papers on this subject. Our results, how- 
ever, are based upon the systematic study 
of a group of consecutive vomiters and a 
group of consecutive controls ; both groups 
selected by objective, non-psychologic cri- 
teria. We have found no other reports of 
similar series of consecutive vomiters and 
controls selected and studied in this way. 
None of the reports suggesting an associa- 
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tion between hyperemesis gravidarum and 
psychiatric or psychologic difficulties is 
based upon such criteria of selection and 
control. 

As mentioned earlier, the results of this 
investigation can only apply to the question 
of an association between hyperemesis 
gravidarum and persistent psychiatric ill- 
ness and chronic psychologic maladjust- 
ment. It cannot apply to the possible asso- 
ciation between hyperemesis gravidarum 
and acute psychiatric illness or psychologic 
difficulty. The next step, therefore, is to 
apply these same selection. criteria to an- 
other group of consecutive vomiters and 
controls and to study these women at the 
time of the hyperemesis gravidarum. Such 
a study is planned. 


SUMMARY AND CONCLUSIONS 


1. This report is based upon a systematic, 
clinical study of a group of consecutive 
women discharged from the hospital with 
the diagnosis of uncomplicated hyperemesis 
gravidarum compared to a group of con- 
secutive controls selected by taking the 
next admission to the hospital of a normal, 
full-term, uncomplicated pregnancy in the 
same ward or private status. 

2. The study involved a personal clinical 
interview with each woman 2 to 4 years 
after discharge from the hospital: 84% of 
the original sample were found and inter- 
viewed ; 94% of the women who remained 
within 250 miles of the hospital were found 
and interviewed. We thus studied 69 vom- 
iters and 66 controls. 

3. The interviews were clinical in their 
orientation and covered the following 
areas : medical and psychiatric symptoms, 
past illnesses, operations, hospitalizations, 
socioeconomic status, pregnancies, nursing, 
contraception, marital and sexual adjust- 
ment, relations with mothers and mothers- 
in-law, and personal psychologic adjust- 
ment. Each area was systematically covered 
in the same order in each woman. 

4. There were no significant differences 
between vomiters and controls with respect 
to overall psychiatric illness nor with re- 
spect to any individual psychiatric illness. 

5. There were no significant differences 
between vomiters and controls with respect 
to other gastrointestinal symptoms, men- 


strual disorders or psychologic symptoms. 

6. There was no evidence that the preva- 
lence of hyperemesis gravidarum was high- 
er in women from upper socioeconomic 
levels. 

7. There were no significant differences 
between vomiters and controls with respect 
to primiparity, abortions and still births, 
contraception, attitudes toward and plan- 
ning for pregnancy and nursing, separation 
and divorce, trouble with husband, sexual 
adjustment and relations with mothers and 
mothers-in-law. 

8. Vomiters were significantly more likely 
to vomit with other pregnancies than were 
controls. 

9. There were no significant differences 
between vomiters and controls to suggest 
that there is any association between hy- 
peremesis gravidarum and chronic psychi- 
atric or psychologic disorders. 
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THE IMPACT OF RECENT RESEARCH 
DEVELOPMENTS ON PRIVATE PRACTICE * 


MILTON ROSE, M.D., Pu.D., Dr.P.H.,? anv MARY ANN ESSER, A.B.° 


In the last 10 years psychiatry has en- 
tered a new phase. The physiological ap- 
proach to the study and treatment of mind 
appears to be gaining on the psychological 
approach in interest and prestige. This im- 
pression is gained from contacts with prac- 
ticing psychiatrists, but until the present 
study was undertaken,‘ the extent of the in- 
creasing emphasis on physiology in psy- 
chiatry was not fully apparent. In our 
century, psychodynamic psychiatry has 
spearheaded the expansion of psychiatry as 
a medical specialty. Indeed, psychiatry has 
been virtually identified with “dynamic psy- 
chiatry” among physicians, behavioral scien- 
tists of all kinds and the sophisticated pub- 
lic. 

The psychological approach to mental 
illness has been assumed by other phy- 
sicians and by the lay public to be based 
on a theoretical foundation similar to that 
found in other branches of medicine, and 
psychiatrists are pictured as doing for 
mental illness what other physicians do for 
physical illness. That is, the psychiatrist is 
thought to apply treatment for the pur- 
pose of alleviating symptoms and curing 
an illness, the cause, symptoms and cure 
all being of a psychological rather than a 
physical nature. Thus, a phobic state may 
be diagnosed from its symptoms, its cause 
ascertained from the patient's recital of his 
history, and appropriate treatment insti- 
tuted. The treatment will be directed 
toward the development of insight by the 
patient into the psychological forces pro- 
ducing his symptoms, so that knowledge of 
specific causes is only obtained over a 
period of time, and improvement in symp- 


1 Read at the 116th annual meeting of The Ameri- 
can Psychiatric Association, Atlantic City, N. J., May 
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3 U. S. Public Health Service Research Fellow, De- 
partment of Physiology, Stanford University, Palo 
Alto, Calif. 

4This study was made possible by a grant from 
the Zellerbach Family Fund, San Francisco, Calif. 


toms comes about as this understanding is 
achieved. More traditional medical meas- 
ures, such as drugs, may also be used, but 
these will be purely ancillary or perhaps 
“shot in the dark” measures when psycho- 
therapeutic measures fail. 

Since this is the picture many people, lay 
and medical, have of the basically psycho- 
logical nature of theoretical and clinical 
psychiatry, it appeared to us of great in- 
terest to learn just how much effect recent 
fundamental and widely-publicized de- 
velopments in the physiological, chemical 
and pharmacological aspects of psychiatry 
have had on the thinking and treatment 
methods of practicing psychiatrists. Recent 
evidence seems to point to a certain amount 
of change in practice and in the kind of 
topics included in the psychiatric literature. 
A study of the actual therapeutic methods 
used by psychiatrists in the treatment of 
various common mental disorders ought to 
provide information, at least inferentially, 
about the theoretical convictions of psy- 
chiatrists and the way in which these con- 
victions influence actual treatment methods. 
This paper is the result of such a study, 
carried out by means of interviews with 
practicing psychiatrists in the Mid-Penin- 
sula part of the San Francisco Bay Area. 


METHODS 

Twenty-five psychiatrists, age range from 
32 to 55, all practicing in the San Francisco 
Mid-Peninsula area, were interviewed. 
These psychiatrists were chosen at random 
and represent about 50% of the private 
practicing psychiatrists in the area. The 
interviews averaged an hour and a half or 
two hours in length. 

The education and professional training 
of the group are up to the standards of 
superior American medical schools and 
psychiatric training programs. All doctors 
questioned are members of, or are eligible 
for, membership in the American Board of 
Psychiatry and Neurology. All except one, 
who is just beginning private practice, are 
busy and presumably successful. All but 
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two of the psychiatrists included have re- 
ceived some type of didactic psychotherapy 
as part of their preparation for psychiatric 
practice. Many of them were analyzed by 
accredited Freudian psychoanalysts. A high 
proportion of the group, about 85%, had 
applied to an American psychoanalytic in- 
stitute for candidacy and nearly all had 
been rejected. Three had begun as can- 
didates but had discontinued this associa- 
tion. No full-fledged psychoanalyst was a 
member of this randomly chosen group, al- 
though there are such practicing in the 
area. 

All the psychiatrists interviewed were 
personally known to the interviewer (M.R.), 
but the professional and personal relation- 
ship was in no case closer than that of 
fellow-practitioners in the same medical 
specialty in the same part of the Bay Area. 
Everyone interviewed was thoroughly co- 
operative and from all appearances an- 
swered the questions freely and fully. Most 
of those interviewed said that no one had 
ever before asked them how they practiced 
their specialty, and they were pleased to 
talk about it. 

Four leading and fairly specific questions, 
most of them having several parts, were 
asked. Two of the questions were factual 
and two were specific but were phrased to 
elicit opinions. No statistical analysis of 
data was made, even where this could have 
been done by the application of small 
sample theory. For example, no quantita- 
tive breakdown was made of the number 
of psychiatrists using specific drugs for 
specific syndromes, but it was determined 
that everyone in the group does use drugs 
in treating patients suffering from the dis- 
orders mentioned by name in the questions. 

The questions asked were : 


1. Do you use drugs in your practice ? Un- 
der what circumstances ? How often ? Specifi- 
cally: sleeping pills? tranquilizers? anti- 
depressant drugs ? other ? 

2. What is your treatment approach to : 
schizophrenia ? depressions ? anxiety states ? 
Does your approach depend on your decision 
as to the cause of the disorder ? 

8. Should psychiatric residency training in- 
clude more physiology, biochemistry, etc. ? Is 
such training now “top-heavy” with psycho- 


dynamics, in view of current trends in physio- 
logical research in psychiatry ? 

4, Along what lines or in relation to what 
problems would you like to see future develop- 
ments in the field of psychiatry ? 


Questions 1 and 2 are complementary and 
are designed to give factual information 
about actual practices. Question 3 asks for 
an opinion, and question 4 is also aimed at 
bringing out an opinion and leading to a 
general discussion of the main issue of this 
paper: that is, what is the relation of 
theoretical convictions to actual treatment 
methods in the private practice of psychi- 


atry 
RESULTS 


The re.ults obtained in the interviews are 
summarized in the form of 4 statements 
which give the main points made virtually 
unanimously by the psychiatrists ques- 
tioned. 

1. These psychiatrists are primarily psy- 
chologically oriented, but they deem phys- 
ical and pharmacological methods useful, 
and in fact rely quite heavily upon them in 
daily practice. 

2. Both psychotherapy and drugs are used 
by all of them, in varying proportions de- 
pending on individual taste and judgment, 
and largely symptomatically. The most 
common indication for the use or drugs is 
the severity of the symptoms. 

3. As a group, these psychiatrists are 
aware of, and respectful of, recent develop- 
ments in physiological and pharmacological 
aspects of psychiatry, but they are not 
motivated to exert more than casual effort 
to learn about the basic concepts and 
hypotheses involved. They admit a greater 
interest in the subject than before the 
advent of the tranquilizing drugs. 

4. Their first concern is for the develop- 
ment of knowledge in the behavioral 
sciences as these are related to psychiatry : 
psychodynamics, sociology, anthropology, 
and so forth. Of secondary but serious in- 
terest is the continuation of research in the 
physiology of the nervous system and re- 
lated organs. 

The group is primarily psychologically 
oriented, as would be expected in view of 
the great stress in nearly all hospital train- 
ing programs on understanding the pa- 
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tient and helping him to understand him- 
self. These psychiatrists use the familiar 
psychodynamic principles and techniques, 
varying them according to how they “feel” 
about a patient, a process that is largely 
intuitive. With many seriously sick people, 
especially those wracked with anxiety or 
depression, the psychiatrists tend to be 
actively encouraging and to offer specific 
advice as to the conduct of the patient’s 
life. The technique may vary from moment 
to moment, depending on clinical exigen- 
cies. 

These psychiatrists are thus essentially 
empiricists, showing great adaptability and 
flexibility in the application of those thera- 
peutic means at their disposal. One psy- 
chiatrist expressed it this way : 


Psychotherapeutically I treat everyone dif- 
ferently and essentially on a symptomatic 
basis. I am passive and mild when this ap- 
proach seems called for and very active and 
bold when the occasion requires this technique. 


Drugs are employed either as a last resort, 
when the patient is found not to be re- 
sponding to psychotherapy, or as an “open- 
ing gambit” early in therapy, sometimes on 
the first visit and often in response to a 
request from the patient. If all goes well, 
however, that is, the patient is satisfied and 
the course seems favorable, then psycho- 
therapy remains the method of choice. 
Some of the reasons given for using drugs 
under certain circumstances were : 


“. . . to alleviate incapacitating symptoms.” 

“.. . whenever I want to make the patient 
feel better, especially if the patient is de- 
pressed or anxious.” 

“I use drugs symptomatically, especially with 
depressive and anxiety symptoms.” 

“. .. to keep the patient functioning.” 
. as an adjunct to psychotherapy, as a 
preparatory thing. For example in excited 
states, depressions, or in schizophrenia.” 


“« 


Phenothiazines are widely used in schizo- 
phrenia, and last year the amine oxidase 
inhibitors were cautiously used for de- 
pressive states. Electric shock treatment is 
used rather occasionally, mainly for de- 
pressions, and is administered in local hos- 
pitals by,resident staff members. The psy- 
chiatrists In our group gave the impression 
of becoming more physicians, less psycholo- 


gists, as their experience increased. They 
tended to become more active in their 
dealings with their patients, and to use 
drugs more often. Only two out of the 
entire group said that they would never 
give a physical examination to a psychiatric 
patient. 

It is evident that these psychiatrists re- 
gard psychotherapy in its various forms as 
the hallmark of the psychiatrist, and they 
consider it his most effective therapeutic 
tool. They tend to consider psychotherapy 
as in some way more fundamental, that is, 
as dealing with causes, while drug therapy 
is superficial treatment of symptoms. But in 
most cases, they seemed ambivalent about 
this point, and their statements were gen- 
erally guarded. Typical remarks were : 


“If causes can be got at at all, they are psy- 
chodynamic.” 

“You can’t often determine the cause, but 
if you do, it will be psychodynamic.” 

“Drugs and psychotherapy are not mutually 
exclusive. But psychotherapy is more funda- 
mental. Causes are mostly psychodynamic.” 


This emphasis on psychotherapy, com- 
bined with a considerable appreciation of 
the usefulness of drugs, is reflected in the 
answers to the question about psychiatric 
residency programs. The general feeling 
was in favor of more emphasis on traditional 
medical subjects than has been customary 
in these training programs, but it was not 
felt that these programs at present actually 
place too much emphasis on psychody- 
namics. Most members of the group were 
familiar with the chemical vocabulary in- 
volved in current psychopharmacological 
research, though the amount of systematic 
study of the subject appeared to be meager. 
It was of interest that all felt that a lecture 
on physiological or pharmacological topics 
would today draw almost as large an 
audience as the more traditional lectures on 
psychodynamic subjects. 

Particularly striking were the answers to 
question 4, on hoped-for developments in 
psychiatric research. Here, the unanimous 
first thought and demand was for more 
research in the psycho-social aspects of 
psychiatry, rather than on physiological 
aspects. Most of the suggestions for research 
subjects brought out strongly the need to 
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“know what goes on in the patient” engaged 
in psychotherapy. What accounts for suc- 
cess in some and not in others ? Are some 
psychotherapeutic methods better than 
others and if so why ? 

In order to gain further knowledge about 
the interpersonal process, of which psy- 
chotherapy is one aspect, our psychiatrists 
appear to favor researches where variables 
are controlled and results quantified, as in 
clinical psychology and sociology, rather 
than the traditional introspective psycholog- 
ical studies. The statements were at times 
contradictory, the humor of the contra- 
diction being recognized almost as soon 
as the words were uttered. For example : 


First, I believe research should go in the 
direction of the borderline between sociology 
and psychiatry—but this would not pay off in 
the intellectual understanding of psychiatry, I 
am afraid. 


About 25% were in favor of research de- 
signed to relate psychodynamic phenomena 
to physiological events, as in so-called psy- 
chosomatic syndromes such as hypertension 


and peptic ulcer. True to their basic train- 
ing as physicians, all subjects agreed that 
physiological research is important, even 
the very few who claimed that they them- 
selves seldom use drugs. There was a strong 
tendency, however, to assign most physio- 
logical research to people in other disci- 
plines. As one of the group put it, “I am 
not especially concerned about it because 
it will take care of itself,” that is, non-psy- 
chiatric scientists of various kinds will 
surely pursue the relevant problems. 


CONCLUSIONS 


On the basis of these interviews with a 
group of psychiatrists which can be con- 
sidered, we believe, as representative of 
such specialists in private practice, it ap- 
pears that the psychotherapeutic side of 
practice is mainly empirical and consists 
largely of suggestion and the transmission 
to the patient of the psychiatrist’s wisdom, 
gained from wide professional experience 
with many people. While it is difficult to 
determine the exact content of psycho- 
therapy from interviews such as these, it 
does appear that psychodynamic theories, 


though widely popular, are in practice dif- 
ficult to apply as specifically as the psy- 
chiatrist would like. 

There. appears to exist a not inconsider- 
able amount of doubt and confusion among 
these psychiatrists about the exact nature of 
the ills they are called upon to treat and 
about the clinical usefulness of their theo- 
retical formulations and of the various 
therapeutic measures available to them. 
This confusion is evident from statements 
made in the interviews and by some of the 
practices described. Thus, nearly all these 
psychiatrists use drugs with definite suc- 
cess in treating mental illness, especially the 
more severely incapacitating types, yet they 
say, at the same time, that these illnesses are 
basically psychological and psychotherapy 
is the fundamental treatment. They assume 
that psychotherapy is the treatment of 
choice, yet they express a wish to know 
how effective psychotherapy is and how it 
can be evaluated. They would like to 
know more about “what goes on in the 
patient” during psychotherapy, but no one 
expressed a wish to know how the drugs 
work which are helpful in relieving many 
psychiatric symptoms, often dramatically 
and for long periods of time. There was no 
feeling that these newer drugs are a mere 
“flash in the pan,” but there was no indica- 
tion that the efficacy of the drugs suggested 
to the psychiatrists any implications about 
the nature of the psychiatric disorders under 
discussion. 

This investigation, then, informal and 
limited in scope as it was, shows fairly 
clearly that the relation between a psychi- 
atrist’s theory and his actual use of various 
therapeutic methods is not so simple and 
scientifically justifiable as one could wish. 
These psychiatrists find that clinical neces- 
sity often leads them to use methods which 
their theory says should be unnecessary 
and indeed should not be successful. They 
find, furthermore, that the therapeutic 
method their theory says is fundamental 
and should be most effective cannot usually 
be applied with any specificity and often 
may be a failure. They find that they do 
not for the most part know just how or why 
they help their patients, and yet help them 
they do. 


(ae 

-4 

. 

4 per 

a 

4 

‘ 


MILTON ROSE, AND MARY ANN ESSER 


433 


It has been said that psychiatry has 
entered the “take-off” phase of development, 
during the past 10 years, and we can hope 
that the extraordinary rate of progress of the 
“take-off” will continue. It is encouraging 
to learn that this progress is seen not only 
in research reports but in the everyday work 
of the practicing psychiatrist. Whatever the 
lag between theory and practice, and what- 
ever confusion this lag may engender in the 
minds of those who must deal with the 
sick patient, the psychiatrist has shown 
himself in this study to be in the best 
tradition of the medical practitioner who, 
to quote Dr. Alfred Stillé, must never forget 
that “it is still no small portion of his art to 
rid his patient’s path of thorns if he cannot 
make it blossom with roses.” 


DISCUSSION 


J. M. Corton, M.D. ( New York, N. Y.).— 
Speaking directly in terms of the title of 
Dr. Rose’s paper, I think one can summarize 
this study by saying that the impact of 
recent developments in neurophysiological 
research upon private practice: has been 


very small. 

In Dr. Rose’s sample the standard pattern 
would appear to be one in which the ther- 
apy is primarily psychotherapy of an op- 
portunistic variety styled to fit the indi- 
vidual needs of the patient as intuitively 
perceived by the therapist. There is no 
reason to doubt that this is a typical sam- 
ple. 

Dr. Rose notes, with some regrets, the 
absence of a truly scientific approach in 
psychiatric practice. I wonder if this con- 
cern is justified :—I recall a distinguished 
and successful physician in a large Southern 
city who was reputed to have given every 
patient who came to him the same pre- 
scription regardless of the symptoms or 
findings on examination. This prescription 
was a combination of a small amount of 
bichloride of Mercury and sodium iodine 
and was thought at that time to be useful 
in tertiary syphilis. Now the incidence of 
syphilis in this community was quite high 
at the time but I never felt that Dr. Blank’s 


success and status in that community was 
principally due to the “scientific” effective- 
ness of the pharmocological action of mer- 
cury and iodides. I always thought his 
peculiar usefulness was due to an intuitive 
understanding of the anxieties and in- 
securities of his patients and a remarkable 
ability to reassure and comfort them with 
the image he created of a sheltering, omni- 
potent protector. This may not have been 
scientific but it was excellent medicine for 
many, many people. 

I am sure you know that most of the tons 
of vitamins, antibiotics, hormones, sedatives 
or stimulants are not prescribed upon the 
established scientific basis of need, but 
rather as part of a program of reassurance 
and support in much the same way the 
Witch Doctor rattles bones in a gourd. 
One uses the tools one has at hand and that 
are currently in vogue. If one attempted 
to care for the sick today upon a strict basis 
of proven scientific fact, it would not be 
possible to do anything for 95% of those who 
seek help in a doctor's office. 

Modern neurophysiological research is 
making some fascinating discoveries. It is 
stimulating and satisfying to read of dis- 
coveries that emotion and behavior can 
have humoral and neurological correlates. It 
is very important that this research continue 
and perhaps eventually the clinician will 
have tools which can reliably affect some of 
the symptoms that trouble the patient and 
thus become part of a program to help him 
find the effectiveness and confidence he has 
lost. 

I don't believe the practicing clinician 
can really believe that final answers to 
problems of man will be found in the test 
tube, but rather in the careful and scien- 
tific study of man himself. It is perfectly 
reasonable that we should place greater 
hope on the sciences of man, sociology, 
anthropology and the new science of com- 
munication. These new sciences which are 
concerned with the highest level of man’s 
integration, the level of interpersonal re- 
lations, may be able to give us new tools 
and techniques that will make many more 
“good physicians.” 
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IMPLICATIONS OF A LONGITUDINAL STUDY OF CHILD 
DEVELOPMENT FOR CHILD PSYCHIATRY * 


STELLA CHESS, M.D.,? ALEXANDER THOMAS, M.D..,° 
HERBERT G. BIRCH, M.D., Pu.D.,* anp MARGARET HERTZIG, M.D. 


In child psychiatry, as in psychiatry as a 
whole, our primary sources of data have 
been retrospective. The understanding of 
the developmental process has been derived 
from the recall by patients or their families 
of previous patterns of behavior and experi- 
ence. The analysis of currently observed 
behavior and subjective state has been de- 
pendent upon such retrospectively obtained 
material. 

The adequacy of the retrospective meth- 
od may be questioned on two grounds : 

1. Even if the information obtained is 
accurate as history, it provides only a par- 
tial and often illusory basis for reconstruct- 
ing the sequencies of forces involved in the 
evolution of individuality. Although a con- 
siderable amount of information has been 
accumulated with respect to factors under- 
lying the general aspects of age-related re- 
sponses, little is known about the specific 
influences that contribute individuality to 
these response patterns. In short, our under- 
standing of what makes people exceeds by 
far our ability to delineate the forces that 
make a person. 

An illusory confidence in our knowledge 
of the forces contributing to individual de- 
velopment often accompanies involvement 
in the psychotherapeutic and psychoanaly- 
tic process. Starting with the person as a 
developmental product, through retrospec- 
tive analysis we seem to be able to define 
the logic and dynamics of his individual 
development, to suggest plausible reasons 
for his movement along one path rather 
than another at developmental choice 
points, and even to feel that this knowledge 
rather fully accounts for his individuality. 


1 Read at the 116th annual meeting of The Ameri- 
can Psychiatric Association, Atlantic City, N. J., May 
9-13, 1960 
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But, as many serious thinkers have pointed 
out, this type of retrospectively derived un- 
derstanding is at best only partial. Thus 
Freud(12) has stated : 


So long as we trace the development (of a 
mental process) backwards, the connection ap- 
pears continuous, and we feel we have gained 
an insight which is completely satisfactory or 
even exhaustive But if we proceed the reverse 
way, if we start from the premises inferred 
from the analysis and try to follow these up to 
the final result, then we no longer get the 
impression of an inevitable sequence of events, 
which could not have been otherwise deter- 
mined. We notice at once that there might be 
another result, and that we might have been 
just as well able to understand and explain the 
latter... . 


2. It is also not possible to accept retro- 
spective data as accurate recall of events 
and processes. While such accuracy may 
perhaps be unneccessary for the purposes 
of psychotherapy,° it is of primary impor- 
tance for the understanding of the se- 
quentia] patterns of the psychological evo- 
lution of an individual. The inaccuracies of 
recall by patients in psychiatric treatment 
has been. repeatedly observed. In our own 
study parents have been asked, after a two 
year interval, to recall important details 
of their child’s functioning in the first year 
of life(21). These reports have then been 
compared with data as to these same func- 
tions obtained from the same parents at the 
time of their occurrence. Significant distor- 
tions of accuracy have been found as a 
frequent phenomenon. The distortions have 
a cultural as well as an individual basis. 
Thus 15% of the mothers who had never 
used a pacifier stated they had, and only 
6% who had used it failed to recall this. 
Twenty-eight per cent whose children had 
sucked their thumbs stated that this had 


5 Thus Freud, after he discovered that patient re- 
ports of various childhood experiences were grossly 
inaccurate, could still use these distortions effectively 
for psychoanalytic clinical purposes. 
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not happened and no parent in 100 recalled 
thumb-sucking when it had not previously 
been reported. This opposite direction of 
distortion corresponds, moreover, to the at- 
titude of the most widely-accepted author- 
ity on child-care for this group, who ap- 
proves of the use of a pacifier, but frowns 
on thumb-sucking( 22). The pattern of dis- 
tortion in recall is one which causes unique- 
ness in individual functioning to disappear 
and to produce informatioa which approxi- 
mates the socially acquired concept of 
optimal functioning. These results are in 
accord with the findings of Gildea(14). 
Therefore, on theoretical grounds and for 
the practical reasons of personal distortion 
and of social levelling, retrospective data 
are insufficiently powerful for the delinea- 
tion of the processes involved in the de- 
velopment of individuality. These factors 
underlie the marked increase of interest 
in longitudinal, anterospectively oriented 
studies of child development in recent years 
(6, 17, 24). It is evident that only such 
anterospective and longitudinal investiga- 
tions can provide the data from which a 
more definitive theory of individual psy- 
chological development may be derived. 
However, agreement as to the necessity 
and desirability of longitudinal study does 
not automatically lead to the formulation 
and conduct of a productive investigation. 
Many such studies have been attempted, 
but the general result, as described by a 
recent exhaustive survey of the literature 
by Stone and Onque, has been the accumu- 
lation of “incredible amounts of data which 
defy any degree of organized analysis and 
have no relation to a specific, experimentally 
posed hypothesis. Much of this research, 
therefore, never reaches the manuscript 
stage ; and if it does, it is formulated as im- 
pressions of the author or as case histories” 
(25). An adequate longitudinal study, in 
addition to posing a specified and testable 
hypothesis, must deal with various prob- 
lems and difficulties; namely: 1. Are the 
samples of behavior studied characteristic 
of the individual child ? 2. Are the primary 
data, upon which all subsequent analysis 
and correlations are based, objective and 
descriptive, or admixed with interpretations 
based on some a priori theoretical scheme ? 
3. Are the findings accurate and replicable 


by other workers ? 4. Are the variables ob- 
served and studied pertinent to the prob- 
lem under consideration ? 5. Are the méth- 
ods of gathering and analyzing data eco- 
nomical, so that a large number of children 
can be followed ? and 6. Are any artificial 
elements introduced into the data collecting 
and the observational setting which will 
produce significant distortion of the char- 
acteristics of the child’s behavior ? 

In recent years, ‘a number of studies have 
been strongly influenced by the formula- 
tions of psychoanalytic theory, which offer 
a systematic and comprehensive theoretical 
framework for the understanding of the 
genesis and dynamics of personality devel- 
opment. Unfortunately, these studies have 
tended to introduce two additional diffi- 
culties beyond those enumerated above. 
First, there has been a tendency to assume 
that the body of psychoanalytic concepts 
has already been validated and proven, thus 
justifying the immediate translation of ob- 
served behavioral phenomena into inter- 
pretations regarding instinctual tension 
states(11), strength of oral drive(18), reso- 
lution of the Oedpus complex(7), ete. 
Secondly as Escalona(8), has also pointed 
out, various theoretic hypotheses based on 
psychoanalytic concepts have been used as 
the basis for developmental studies, when 
such concepts were not definable and test- 
able in experimental terms. 

With these issues in mind, our longitudi- 
nal study started from the position that at 
present no adequate theoretical framework 
exists which would serve as the basis for 
a deductive approach to individual child 
development. Consequently, it was our be- 
lief that a useful hypothetical framework 
could be constructed only on the basis of 
the inductive analysis of data concerning 
the details of behavioral functioning in in- 
fancy and childhood, particularly as they 
are manifested in the activities of daily 
living. Collected longitudinally, such data 
also provide information on the evolution 
in time of adaptive response patterns. To 
accomplish this objective, it was necessary 
to obtain a stable population of infants and 
to develop an economical method for the 
continual collection of valid and representa- 
tive data. 

Using a structured interview which fo- 
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cuses on gathering information on a de- 
scriptive, factual level, we have found that 
it is possible to utilize the parents as a rich 
source of meaningful, accurate ongoing data 
on the child’s behavior. The parental reports 
have correlated closely with descriptions of 
behavior obtained by independent, direct 
observations. They have also been broad 
and detailed enough to permit content 
analysis( 26). 

The use of the parent as a source of 
longitudinal behavior data presents several 
advantages. It permits the gathering of de- 
tailed information not only as to the child’s 
single reaction to a particular stimulus such 
as the bath, a new food or an illness, but 
also as to the sequence of development of 
his responses to these same stimuli on re- 
peated exposure. Such data could otherwise 
only be obtained by an observer actually 
living in the home. Information from the 
parent can also be obtained at low investi- 
gative cost and thus permits the longitudi- 
nal analysis of large samples of children. 

Starting with the use of detailed parental 
interviews as a first source of behavioral 
information, 110 children have been and 
are continuing to be followed in a longi- 
tudinal study of child development started 
in March, 1956. The structured interviews 
with the parents, at 3 month intervals for 
the first year and 6 month intervals there- 
after, in which detailed information is 
gathered as to the behavior of the child in 
the various functional activities of daily 
life, as well as the sequences of reactions 
to any special situations that arise, have 
been supplemented by: 1. Periods of di- 
rect observation at one or more points dur- 
ing infancy in most of the children, 2. De- 
tailed observation of each child’s behavior 
during a standard play and psychological 
test situation at three years of life, 3. Direct 
observation of the child’s behavior in nurs- 
ery school and interviews with the teacher 
as to the details of the child’s functioning 
at school, and, 4. Structured interview with 
each mother and father designed to elicit 
information on parental attitudes and child- 
care practices. 

The prime goal of the study has been to 
study the phenomenon of individuality in 
the characteristics of reactivity in the young 
infant, the consistency, stability and per- 


sistence of these characteristics as the 
child grows older, and their significance for 
psychological development. Various aspects 
of the methodology developed for the study 
and a number of the findings thus far ob- 
have been reported previously(5, 


PRIMARY REACTION TYPES 


Early in the study, the content analysis 
of the parental interviews and of inde- 
pendently obtained direct observational 
protocols permitted the delineation of in- 
dividuality in children with respect to 9 
features of initial reactivity. In order to 
permit the continuous study of the signifi- 
cance of these initial characteristics, it was 
decided to minimize the effect of additional 
variables such as external environmental in- 
fluences by making the sample as socially 
homogeneous as possible. The families in 
our series, therefore, represent a relatively 
homogeneous middle-class urban and su- 
burban group with the majority involved 
in various professional occupations. The 
child-care practices are generally permis- 
sive, with an emphasis directed toward 
satisfying the needs of the child. In many 
of the families, fathers participate actively 
in the care of the child. 

The characteristics of reactivity defined 
initially have been found to be reliably 
present in the entire study population and 
can be scored quantitatively on a 3-point 
scale in each child in each protocol as early 
as the third month of life. The method of 
scoring, the evidence for its reliability, and 
the description of categories have been de- 
tailed in previous reports. The 9 categories 
are : 


1. Activity-Passivity refers to the magni- 
tude of the motor component present in a 
given child’s function and to his diurnal pro- 
portion of active and inactive periods. There- 
fore, protocol data on motility during bathing, 
eating, playing, dressing and handling as well 
as information concerning the sleep-wake cycle, 
reaching, crawling, walking, eating and play 
patterns are used in scoring for this functional 
category. 

2. Regular-Irregular refers to the predicta- 
bility and rhythmicity or unpredicability and 
arrhythmicity of functions and can ana- 
lyzed in relation to sleep-wake cycle, hunger, 
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elimination, appetite and demand cycles. 

3. Intense-Mild refers to the quality of 
response and its vigor, independent of its di- 
rection. A negative response may be either 
mild or intense as can a positive response. Re- 
sponses to stimuli, to pre-elimination tension, 
to hunger, to repletion, to new foods, to at- 
tempts at control, to restraint, to dressing and 
diapering all provide scorable items for this 
category. 

4. Approach-Withdrawal represents a cate- 
gory of responses to new things, be they 
people, foods or toys. In it the behaviors re- 
ported are scored for the nature of initial re- 
sponses. 

5. Adaptive-Nonadaptive again refers to 
responses to new or altered situations. How- 
ever, in this category one is not concerned 
with the nature of the initial responses, but 
with the ease with which responses are modi- 
fied in desired directions. 

6. High Threshold-Low Threshold is an 
omnibus category in which sub-categories are 
concerned with (a) sensory threshold, (b) re- 
sponses to environmental objects, and (c) 
social responsiveness. 

7. Positive Mood-Negative Mood represents 
a category in which overall expression of 
pleasure-pain, joy-crying, friendliness-unfriend- 
liness are rated. 

8. Selectivity-Nonselectivity refers to initial 
discrimitiveness, to clear definition of func- 
tions and to the difficulty with which an es- 
tablished direction of functioning can be al- 
tered. It is a composite of persistence and 
attention span. 

9. Distractibility-Nondistractibility refers to 
the ease with which new peripheral stimuli 
can divert the child from an ongoing activity. 


In 95 of the children the parental inter- 
view data have already been scored through 
the first two years of life. In the 45 oldest 
of these children scoring has proceeded 
through the third year and into the fourth. 
In all cases the original definition of the 
child’s reactions on the scale for each cate- 
gory shows consistency and stability at bet- 
ter than the .01 level of confidence. Various 
clusters of the 9 categories are also dis- 
cernible. The most frequent one defines a 
child who exhibits medium or high activity, 
regularity, adaptiveness, approaching, mild 
intensity, low threshold, positive mood, dis- 
tractibility and persistence. Eighteen per 
cent of the children fall into this cluster, 
and 26% more show it except for a deviation 
in only one of any of the 9 categories. At 


the other extreme are those children, com- 
prising 7% of the total, who show the char- 
acteristics of irregularity, withdrawal, non- 
adaptability, intense responses, negative 
mood and non-distractibility. Other types 
of clustering are also evident, and involve 
varying numbers of the children. 

Each child also appears to have a char- 
acteristic mode of response to new situa- 
tions, which shows consistency even in the 
increasingly complex situations that appear 
as the child grows older. The mode of re- 
sponse appears to be compounded from 
elements involving a number of the basic 
9 categories of reactivity. However, we 
have not yet fully explored the relation of 
such modes to primary reactivity. 

We have labeled our 9 categories of re- 
activity as primary because they are evident 
early in extra-uterine life. We have called 
them reaction patterns and not behavioral 
patterns, because the individuality and con- 
sistency of each child is expressed in a spe- 
cific reactivity to stimuli, and not in any 
fixed content of behavior. The behavior con- 
tent keeps changing as the child grows 
and matures, but the formal pattern of 
reactivity tends to remain constant. The 
etiological question, as to whether the pri- 
mary characteristics are produced by he- 
reditary, prenatal or neonatal and early 
postnatal forces, or some combination of 
these, cannot be determined from our pres- 
ent data, and will require special studies for 
its elucidation. 

The determination of the existence of the 
primary reaction pattern in the infant bears 
significantly on one of the basic unresolved 
problems in child psychology, that of in- 
dividuality. There has been, on the one 
hand, increasing recognition of the exist- 
ence of individual differences in functioning 
of the young infant, and, on the other hand, 
an awareness of how little factual data 
there are regarding this phenomenon/9, 13, 
20, 28). Various studies have reported ob- 
servations on individuality in patterning in 
specific discrete areas, such as motility(13), 
perception(2), sleeping and feeding(10), 
emotional tone(17), autonomic functioning 
(3), biochemical characteristics(30) and 
electroencephalographic patterns(29). Our 
study has attempted a systematic, more 
behaviorally oriented approach to the ques- 


: 
be 
Bs 
= 
& 
3 : 
i, 


438 


LONGITUDINAL STUDY OF CHILD DEVELOPMENT 


[ November 


tion of what characterizes individuality in 
the young child, with results which appear 
promising for future investigation. 
' One question arises directly as soon as it 
is clear that individuality in reaction char- 
acteristics is a reliable and persistent feature 
of child development. What is the rele- 
vance, if any, of the primary reactivity 
characteristics to more complex features of 
adaptive psychological functioning? In 
contrast to many previous formulations of 
constitutional typology, we do not believe 
that there is any one-to-one correlation be- 
tween the primary reaction pattern and the 
specific character of the personality struc- 
ture that develops in each child. Similarly, 
there is also no one-to-one correlation be- 
tween parental practices and attitudes or 
other specific environmental influences and 
the course of the child’s psychological de- 
velopment (4, 16, 19, 23). Personality struc- 
ture appears to emerge out of the inter- 
play and interaction of the various forces 
involved in psychological development. As 
will be indicated below, our data regarding 
adaptive functions in the 3-4 year old age 
group indicate that psychological organiza- 
tion may be the resultant of a highly com- 
plex set of interactions in which primary 
reactivity functions as a significant variable. 
In the field of child-care practices, the 
same lack of any one-to-one correlation 
between specific practice and resultant ef- 
fect is also evident(5). Different children 
appear to respond differently to the same 
approach of the parent as regards sleeping, 
feeding, toilet-training or general discipline. 
A similar practice, such as demand feeding, 
may result in an irregular schedule in one 
child and such a regular one in another as 
to appear at first glance to be the conse- 
quence of a rigid clock-scheduled approach. 
As previously reported, our data indicate 
that individuality in the response of differ- 
ent children to parental child-care practices 
is related to characteristics of the primary 
reaction pattern as well as to the manner in 
which the parents apply these practices(5). 
The primary categories of adaptability, ap- 
proach-withdrawal, intensity, distractibility 
and persistence appear especially relevant. 
The child’s general activity level may also 
influence the response to overall training 
and discipline. The extremes appear to be 


represented by the hyperactive child who 
is very difficult to restrain and to teach 
various prohibitions and the quiet, slowly 
moving child who requires high level stim- 
ulation before he approaches the average 
levels of activation. 

In the course of a consultation practice 
in child psychiatry, one of us (S. C.) has 
found the concept of primary reaction pat- 
terns to be extremely useful in a number 
of ways. It has helped to avoid the error of 
assuming that all behavioral phenomena 
necessarily have a primarily psychodynamic 
basis. For example, although frequent in- 
tense negative responses in a youngster 
may be an indication of underlying hostility 
and anxiety, it may also occur as an ex- 
pression of characteristics of primary reac- 
tivity. In advising parents as to the optimal 
approach to a child, it has frequently been 
important to distinguish between those un- 
desirable characteristics which are largely 
psychodynamic in origin and _ therefore 
capable of basic change, and those attri- 
butes, such as irregularity and withdrawal 
responses, which are aspects of the primary 
reaction pattern and are not readily subject 
to change. In the latter case, although the 
pattern may not be changed, the parents 
can be guided to understand the child so 
that they may function in such ways that 
the undesirable behavior is minimized by 
channeling activities as much as possible in 
constructive directions. For example, there 
is the child who tends to retreat initially 
from new experiences with an intense ex- 
pression of negative mood. If the parents 
can become aware that this behavior is not 
a result of motivated negativism, underlying 
insecurity, or psychodynamically initiated 
hostility, they themselves can better main- 
tain objectivity and consistency in their 
handling of the reaction. If they anticipate 
that the child will have a minor tantrum 
in each new situation which may be em- 
barrassing for them, but will wear itself 
out and then may be replaced by tentative 
positive overtures, they can learn to wait 
out each such event without complicating 
it by their own subjective reaction. If, on 
the other hand, they react with anger, by 
attempting to coax the child into premature 
contact or try to persuade him to express a 
positive mood, they may precipitate a de- 
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fensive negativism and hostility and cause 
the child to be anticipatorily more insecure 
when approaching new experiences. With 
patient parental approach such a child can 
learn eventually that, although he may be 
initially disturbed by new experiences, if 
he gives himself time the first response will 
pass. He will then be able to explore the 
situation with ease and even with pleasure. 

Even in clear-cut neurotic behavior dis- 
orders, it is not infrequently apparent that 
the disturbed functioning represents an ac- 
centuation and distortion of characteristics 
of primary reactivity to the point of cari- 
cature. For example, there are many cases 
in which the parents respond with growing 
annoyance and pressure to the manifestatios 
of initial negative mood and withdrawal in 
the type of child described above. The 
child’s response of negativism and increased 
negative mood to these parental attitudes 
can produce a vicious cycle which can 
finally lead to defensive hostility with con- 
stant projections of derogation and aggres- 
sion. Thus we may obtain as an end product 
an individual with motivated oggressive and 
hostile behavior who shows a highly suspi- 
cious reaction to anything new, be it a 
person, place or activity. He makes contact 
by attacking and assumes that every per- 
sonal] contact must involve an overt or hid- 
den antagonism on the other person’s part. 
In such a case the goal of treatment is to 
correct this caricature, not to transform the 
basic pattern. Finally, the knowledge that 
certain characteristics of their child’s be- 
havior are not primarily due to parental 
malfunctioning has proven helpful to many 
parents in assuaging feelings of guilt re- 
sulting from their assumption of responsi- 
bility for all undesirable aspects of their 
child’s behavior. 


ADAPTIVE PATTERNS IN THE PRESCHOOL CHILD 


In studying the 3 to 5 year age range we 
have continued to be guided by the princi- 
ple of recording objective, descriptive items 
of behavior and avoiding all inferences as 
to the inner, subjective state of the child at 
the level of data gathering. Increasingly 
complex patterns of psychological organiza- 
tion and of interaction with the environ- 
ment at this age, as well as the develop- 
ment and use of language, make for both 


expanded opportunities and increased diffi- 
culty in the study of individual characteris- 
tics of behavioral functioning. However, 
our methods are continuing to provide rich 
sources of behavioral data which are amen- 
able to content analysis. The original 9 
categories of reactivity remain scorable and 
continue to show consistency and stability. 
New categories of more complex adaptive 
patterns are being delineated from the be- 
havioral data. These new categories include 
mechanisms of problem-solving, reactions to 
success and failure, patterns of social re- 
latedness, type of approach to a new situa- 
tion, degree and character of independence, 
degree of influence of immediate environ- 
mental stimulus on ongoing activity, and 
patterns of language utilization. These phe- 
nomena also serve to characterize individu- 
ality in functioning. These functions, which 
we have tentatively labeled adaptive pat- 
terns, resemble some of the categories which 
have been called ego functions(15). Our 
overall methodological approach appears to 
offer a basis for a reliable, replicable and 
systematic study of these functions, just as 
it has proven satisfactory for the study of 
rae simpler behavioral activities of the in- 
ant. 

Although the analysis of the data is still 
at a preliminary stage, it appears clear that 
parental attitudes and practices as well as 
other environmental factors are very much 
involved together with the primary reaction 
pattern in determining the characteristics 
of the child’s adaptive functions. It has also 
begun to become apparent that any adap- 
tive pattern must itself be analyzed not 
only with respect to its content and organ- 
ization, but also as to its temperamental 
component. There is the suggestion in the 
data that additional primary patterns may 
emerge in the pre-school period and play 
a part in influencing the individuality of 
adaptation. 


WEANING, TOILET-TRAINING 
AND OTHER EVENTS 


The anterospective approach and longi- 
tudinal character of the behavioral data in 
this study have made it possible to analyze 
the child’s reaction to features of important 
environmental change or influence, such as 
weaning, toilet-training, the birth of a 
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younger sibling, and the return of the 
mother to full-time outside work. These 
circumstances provide experiments in na- 
ture for the exploration of individual adap- 
tive reactions. Viewed from another per- 
spective, these data also provide the 
opportunity to test the correctness of these 
formulations which assume that such events 
are necessarily traumatic because they in- 
volve the frustration of one or another 
hypothetical instinctual drive. 

In exploring this auxiliary question, we 
have made a detailed analysis of the reac- 
tions to weaning and toilet training in 50 
of the children. Disturbances in behavior 
coincident or immediately subsequent to 
these events were considered as relevant 
even if they involved other aspects of func- 
tioning, such as sleeping, motor activity, or 
social interaction. About 40% of the chil- 
dren were breast-fed and reactions to wean- 
ing from either or both breast and bottle 
were considered. Only one disturbance in 
response to weaning and only one, in the 
same child, in response to toilet-training 
have been found in any of the children. Of 
special interest is the fact that a number of 
the children initiated weaning or toilet- 
training themselves, by refusing to take the 
bottle and by demanding to be toileted. In 
these cases the mothers sometimes resisted 
the child’s desire because of all they had 
heard and read as to the dangers of early 
weaning and toilet-training. Instead of the 
more usually reported syndrome of the 
mother pressuring the resistant child to be 
weaned and toilet-trained, we have the very 
opposite. 

In 20 of the children we have had the 
opportunity to follow the sequences of re- 
action to the birth and entry into the family 
group of a younger sibling. The responses 
of different children have shown the widest 
possible spectrum of individuality. Reac- 
tions have ranged from severe, prolonged 
disturbance, to mild transient disturbance, 
to neutral responses, and even to positive 
socially stimulated reactions. 

Six mothers have returned to full-time 
outside work within a few months after 
the birth of the child. In 5 cases, the chil- 
dren, who are now 3 to 4 years old, have 
shown no evidence of disturbance. In the 
sixth there have been behavioral difficulties 


which appear to be associated with special 
circumstances involved in this situation. 

These findings indicate that any cate- 
gorical formulations as to the psychic 
dangers inherent in the processes of wean- 
ing, toilet-training, the birth of a sibling or 
the return of the mother to work, are not 
valid. 


SUMMARY AND CONCLUSION 


The present paper has described the con- 
siderations that led to the formulation of a 
longitudinal study of child development. It 
has indicated that such study is necessary 
for: 1. The determination of the variables 
which contribute to personality formation, 
2. The understanding of individuality in 
psychological functioning, 3. The relation- 
ship of behavioral disturbance to psycho- 
dynamic and non-psychodynamic etiologies, 
and 4. The importance of longitudinal study 
of a child for parental guidance. 

The data presented have demonstrated 
the existence of stable, primary patterns of 
reactivity in children. These data were de- 
rived from parental interview and a variety 
of independent direct observational and in- 
terview sources. The primary patterns de- 
fined have been considered with respect to 
their early appearance in infancy, their 
perisistence in childhood, and their perti- 
nence for the emergence of adaptive pat- 
terns in children. It has been concluded that 
initial primary reactivity is a crucial varia- 
ble together with environmental influences 
in shaping both personality structure and 
temperament. 
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THE JUVENILE LEGISLATION IN INDIA * 


NAUTTAM J. KOTHARI, M.D., D.P.M.? 


EXTENT OF PROBLEM 


During the period of 1948 to 1954 the 
number of arrests reported from all 14 
states was 86,491. An overwhelming 94.9% 
went to 10 states and 5.1% to the remaining 
4 states. The number of arrests in the States 
of Andhra, Bombay, Madras and West Ben- 
gal comprised 83.3% of that in the whole 
country. These 4 states are highly indus- 
trialized with a marked mobility of the 
population from rural to urban areas, In 
Bombay and West Bengal States there is 
the additional problem of influx of popu- 
lation displaced from Pakistan after the 
partition. 

The Juvenile Legislation. This legislation 
began in 1850 with federal enactment of 
the Apprentices Act (Act IXI) to deal with 
juveniles between the ages of 10 and 18. 
Under one of the provisions of this Act, a 
trying magistrate had the authority to bind 
over boys and girls as apprentices, if con- 
victed of petty offenses or found destitute. 
The Reformatory School Act of 1876 re- 
placed the Apprentices Act of 1850. The 
Reformatory School Act of 1897 was an 
amendment to that of 1876. It provided for 
establishment of a reformatory institution 
for delinquent boys under the age of 16. 
A boy of 14 years of age could get released 
on license, if there was an arrangement for 
a suitable employment. This Act did not 
make provision for juvenile offenders 
among girls. They were dealt with under 
the provisions of earlier legislative enact- 
ments. 

The State of Madras made legislative 
progress in this field by passing the Madras 
Children Act (Act IV) in 1920. The State 
of Bengal followed by passing of the Bengal 
Act II in 1922. Bombay's Children Act 
‘came into effect in 1924. All these legisla- 
tions have been amended to fulfill the new 
and growing requirements. 


1 My thanks are due to the Chairman, Children’s 
Aid Society in supplying information for this article. 

2 Hon. Psychiatrist, Children’s Aid Society, Bombay 
and Visiting Professor in Psychiatry, Columbia Uni- 
versity, College of Physicians and Surgeons, N. Y. 
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The Madras Act and the Bengal Children 
Act defined “child” as a person under 14 
years of age, a “young person” as one be- 
tween 14 and 16 years, and a “youthful 
offender,” a person under 16 years of age 
convicted of an offense punishable with 
imprisonment. These two states established 
a Junior Certified School for training of 
children and Senior Certified Schools for 
training of youthful offenders. 

The Bombay Children Act provides that 
1. Only juvenile courts shall deal with the 
juvenile offenders, 2. There shall be no 
joint trial of juveniles and adults having 
jointly committed the same crimes, 3. Ju- 
venile court has the authority to commit a 
pre-delinquent juvenile to an institution, 
and 4. To detain him for observation, 5. 
The exploitation of child employees is pun- 
ishable, 6. The probation officers are public 
servants having special privileges and pro- 
tection in discharge of their duties, 7. The 
age limit for girls is raised from 16 to 18 
years to protect them from danger of seduc- 
tion or being induced to prostitution. 

All but 4 states have enacted suitable 
juvenile legislation. Under the juvenile laws 
the age limit for treatment eligibility is 
18 years. The Saurashtra Children Act of 
1954 has set the age limit up to 18 for the 
appearance before a juvenile court and up 
to 21 years for treatment eligibility. 


THE JUVENILE COURT SYSTEM 


In 1915 a children’s court was set up in 
Calcutta to try offenders under the age of 
15. With the passing of special laws, Juve- 
nile Courts were established in Bombay, 
Calcutta, Hyderabad and Madras. 

The states which have special courts or 
children’s courts constituted under special 
laws are Andhra, Bombay, Jammu and 
Kashmir, Madras, Mysore and West Ben- 
gal. These special courts handle various 
categories of juveniles and young persons, 
namely pre-delinquent, delinquent, victim- 
ized, socially handicapped and physically 
and mentally handicapped. The metropoli- 
tan areas of Bombay, Calcutta and Hydera- 
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bad, have specially appointed stipendary 
magistrates assisted by one or more hon- 
orary magistrates. The Home Department 
of the State Government makes the appoint- 
ment of a juvenile court magistrate in con- 
sultation with the High Court of Judicature. 
The controlling authority in respect of juve- 
nile court magistrates in the 3 metropoli- 
tan states, is the Chief Justice of the High 
Court of Judicature. In view of the inde- 
pendent position enjoyed by the judiciary, 
all courts including special juvenile courts 
constitute a single hierarchy with the Su- 
preme Court of India at its head. 

The juvenile court procedure is charac- 
terized by its informality. A few states do 
not allow advocates or counsels to appear 
in the juvenile court. Since it is a funda- 
mental right granted by the Constitution to 
every citizen whether an adult or a child 
to have adequate legal defense, a counsel 


or an advocate for defense may appear in 
a juvenile court as a matter of right. 


METHODS OF TREATMENT OR DISPOSITION 
BY JUVENILE COURTS 


A juvenile court deals with a juvenile 


‘or youthful offender in one of the following 


ways : 

1. Restores to parents with or without 
bond, 

2. Restores to parents with or without 
bond and keeps under supervision, 

3. Releases on probation with or without 
supervision, 

4. Commits to an institution for care and 
protection, 

5. Commits to a special juvenile or Bor- 
stal Institute for long-term treatment, 

6. Commits to an adult institution, 

7. Admonishes and discharges, 

8. Deals otherwise with any alternative 
suitable arrangement. 
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THE IMPACT OF ATARACTIC DRUGS ON A MENTAL HOSPITAL 
OUTPATIENT CLINIC 


MARTIN GROSS, M.D.’ 


The Outpatient Department of Spring- 
field State Hospital was started more than 
25 years ago as a follow-up treatment of 
paroled and discharged patients. For many 
years this department functioned at a 
leisurely pace. One or two psychiatrists 
from the hospital spent one afternoon every 
week in the clinic and saw about 3-4 
patients each, a total of perhaps 300 inter- 
views a year. During the fiscal year 1953-54, 
before the advent of ataractic drugs, there 
were 312 psychiatric interviews. Since that 
time, the number of patients who attended 
the clinic, and the number of psychiatric 
interviews have increased at an unforeseen 


pace (Table 1). For the fiscal year 1959-60, 


TABLE 1 


PsYCHIATRIC PATIENT INTERVIEWS 
BALTIMORE OUTPATIENT CLINIC 
SPRINGFIELD STATE HosPITaAL 


No. of Fiscal 
Interviews | Year 


312 | 1957-58 
394 1958-59 2686 
491 1959-60 3420 
861 (prorated from 


10 mos.) 


No. of 
Interviews 


1181 


Fiscal 
Year 


1953-54 
1954-55 
1955-56 
1956-57 


we estimate a total of over 3,400 psychiatric 
interviews, more than 10 times as many as 
in 1953-54. How account for this increase? 
We are convinced that the main reason is 
the widespread use of ataractic drugs. In 
former times many patients came only re- 
luctantly, and we had many cancellations. 
Today most patients attend the clinic regu- 
larly in order to obtain the drugs with 
which they had been released from the hos- 
pital. Formerly, those attending were 
mainly neurotics, alcoholics, and a few 
psychotics with specific problems, or whose 
families brought the patients for a check- 


1In collaboration with Irene Hitchman, M.D., 
Walter P. Reeves, M.D., Jordan Lawrence, M.S., and 
Pauline C. Newell, M.S., Springfield State Hosp., 
Sykesville, Md. 
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up. There were also epileptics who came 
for anti-convulsant drugs. At present the 
majority of the clinic population have had 
functional psychoses. They have been made 
aware of the necessity of continued medica- 
tion in order to be able to continue a more 
or less normal and useful life in the com- 
munity. More and more patients are re- 
ferred to the clinic by their ward physicians 
upon release from the hospital. More staff 
members in our hospital are now convinced 
that chances for survival in the community 
are far better in those patients who con- 
tinue to take ataractic drugs than in those 
who stop doing so. 

We have just concluded a two-year, 
double blind study? on the discontinuation 
of ataractic drugs in chronic psychotic 
patients, conducted in the outpatient de- 
partment, which has given us convincing 
evidence of the efficacy of such drugs. 
Patients were divided at random into a 
control group and an experimental group. 
The control group was continued under 
ataractic medication in the form of uniden- 
tifiable capsules. In the experimental 
group, medication was slowly decreased 
and finally replaced by placebos. Both 
groups had previously been observed for 
a preliminary period averaging 4% months. 

Table 2 shows that during the 6 month 
control period under treatment with active 


TABLE 2 
RELAPSES 


No. of 
Patients 


Per Cent 
Relapses 


No. of 
Relapses 


Control 
Subjects 
6 Months 46 


Withdrawal 
Subjects 
6 Month 98 50 


13.0 


51.0 


2 Supported by grant #MY-2147 (R-1), from the 
National Institute of Health, Public Health Service. 
To be published in the 1960 Proceedings of the 
Society of Biological Psychiatry. 
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drugs, 13% of the patients relapsed. On the 
other hand, 51% who had been under re- 
duced or placebo medication relapsed. 
Thus, while about 1 patient in 8 relapsed 
during 6 months under active drugs, about 
1 in 2 relapsed in a similar period under 
reduced medication or placebo. It is note- 
worthy that 21% relapsed during drug re- 
duction and before they could be started on 
placebo. Chances for relapse were 3% dur- 
ing the first month after reduction began 
and rose to a peak of 19% during the seventh 
month (Graph 1). (Percentage figures for 
the last quarter of the year may be less 
valid than for the previous period as the 
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RELAPSES PER MONTH OF CasEs UNDER 
WITHDRAWAL OR PLACEBO IN PER CENT OF 
PATIENTs UNDER OBSERVATION AT THE 
BEGINNING OF EACH MONTH 


number of patients under observation had 
shrunk to 16.) 

We think that these results can be taken 
as conclusive evidence of the beneficial 
action of ataractic drugs on psychotic dis- 
orders. 

The favorable adjustment in the com- 
munity of patients under ataractic drugs is 
demonstrated in Table 3 which shows 4 
levels of social adjustment. These figures 
were obtained from the records of 120 
chronic psychotics who had regularly at- 
tended the outpatient clinic during the 
month of January 1959. Alcoholics, psycho- 
neurotics and patients who had experienced 
only an acute psychotic break or were suf- 
fering from organic brain disease are not 
represented in this group. Thus these 
figures cannot be applied, without reserva- 
tion, to the entire clinic population. Nine- 
teen point two percent of these patients 
were self-supporting or, in the case of 
women, fully responsible at taking care of 
their household. Twenty-five percent were 
seeking work or working intermittently, or, 
if women, carrying household responsibili- 
ties with some help and supervision from 
relatives or friends. Twenty percent were 
working in specially arranged and sheltered 
jobs or, if housewives, functioning as help- 
ers in the home. Thirty-five point eight per- 
cent were unemployable, dependent and 
fully cared for by others. 

Table 4 shows that 23 patients of the 
previously mentioned group of 120 were 
self-supporting, (three even supported de- 


TABLE 3 


Level 1 
Pats. self-supporting 
Women-—fully responsible homemakers 


Level 2 
Pats. seeking work or working on & off 
Homemakers with help and supervision 


Level 3 
Pats. working in specially sheltered jobs 
Homemakers funtioning on inferior level 


Level 4 
Unemployable and dependent 


SoctaL ADJUSTMENT LEVEL OF 120 PATIENTS 
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TABLE 4 


Stupy Group ATTENDING OUTPATIENT CLINIC 
SPRINGFIELD STATE HosprraL—JANUARY 1959 


Means of Support Total 120 
Self-supporting 23 
Family 69 
Pensions or Social Security 5 
Hospital funds 12 
Public welfare ll 


80.8% 


19.2% 


pendents ). Seventy-four were supported by 
their families or lived from pensions or 
Social Security payments. Only 23 (19.2%) 
had to depend on public assistance. At the 
present rate of Department of Public Wel- 
fare payments of about $72 per month, the 
expenditure from public funds for 23 
patients is calculated as roughly $20,000 
per year. That is an average of $165 per 
year for these 120 patients. Of course this 
does not include other Welfare expenses 
such as medical care, professional services 
of our Social Service Department, Voca- 
tional Rehabilitation, and other agencies, 
nor does it account for the expenses of 
running the outpatient department. How- 
ever, we have estimated the cost of medica- 
tion on the basis of the total amount of 
various drugs taken by 235 clinic patients 
during a single day. The expenditure for 
ataractic drugs per patient was 16.3c per 
day or about $5 per month. 

Drug treatment in mental disease, if 
effective, is certainly the most economic 
mode of treatment. In our clinic, patients 
are seen every 2 to 6 weeks and at present 
there are about 290 active patients. If each 
of these were to be seen only once a week 
in a psychotherapeutic interview, the full- 
time service of 7 psychiatrists would be 
required, provided that each could treat 8 
patients daily. This is economically impos- 
sible at present. Our 290 patients are 
treated by 6 hospital psychiatrists, each of 
whom spends one day per week in the clinic 
and treats between 10 and 20 patients. 
Thus, only one-sixth of the psychiatric man- 
power is needed. 

There are, doubtless, other reasons for 
the increase in outpatient activity : there is 
a considerable change in the attitude of the 
general population, which more and more 
accepts the responsibility for patients re- 


leased from the hospital and placed in the 
community. There is the cooperation of 
the general practitioner who, until recently, 
felt helpless in dealing with psychotic 
patients. He can now treat the mentally ill 
in the way he knows best, by prescribing 
drugs. Then there is the change in the 
attitude of many psychiatrists. The organi- 
cally and genetically oriented ones have lost 
their attitude of hopelessness and many 
analytically oriented psychiatrists now use 
drugs in the course of treatment. 

Those who minimize the importance of 
treatment with ataractic drugs as “just an- 
other symptomatic therapy” overlook one 
important factor. For the first time 
psychotic patients and especially schizo- 
phrenics can be stabilized in the commun- 
ity. No doubt the treatment is symptomatic 
in most cases but so is insulin treatment in 
diabetes and anti-convulsive treatment in 
epilepsy. Once the maximum therapeutic 
result is obtained in the hospital and the 
maintenance dose of the ataractic drug is 
determined, a patient can return to his 
family and sometimes to his job. With 
continued medication a stable condition 
can be maintained, perhaps not on the pre- 
morbid or optimal level but on one which 
enables the patient to function in occupa- 
tional, social and family life. Even recurring 
psychotic symptoms can generally be han- 
dled through increased medication. We 
have seen patients, though periodically hal- 
lucinated, cling to their jobs tenaciously 
and we have helped them with ataractic 
medication to live through such periods 
without a social breakdown. Only about 
1 in 4 of the relapsed patients had to return 
to the hospital. Table 5 gives a breakdown 
of the rehospitalization rates of 108 relapses 


TABLE 5 
REHOSPITALIZATION 


No. of | No. of Rate of 
Patients | Patients | Re-Hospitali- 
Relapsed|Returned| zation 

to Hosp. 


Patients under 
active medication 
Patients during 70 
drug withdrawal 

or on placebo 
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which occurred during our study. Nineteen 
out of 38 patients (50%) who relapsed 
under active medication in the preliminary 
or control phase had to return to the hos- 
pital. Of 70 patients who had relapsed 
after drugs had been reduced or completely 
withdrawn, only 9 (13%) needed rehospital- 
ization. The rest were able to continue life 


in the community, showing that the previ- 
ous level of stability can generally be re- 
gained under resumed medication. We con- 
sider this social stability—never before 
achieved in the majority of psychotics—as 
the most important contribution of ataractic 
drugs to the treatment of patients in an 
outpatient department. 
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CLINICAL NOTES 


(The Clinical Notes report the findings of the authors and 
do not necessarily represent the opinions of the Journal.) 


COMBINATION DRUG THERAPY IN PSYCHIATRY 


JOSEPH A. BARSA, M.D.' 


The use of a combination of drugs in the 
treatment of mental disorders has been 
castigated by some as “unscientific” and 
“shotgun therapy.” Such criticism reflects an 
ignorance of the purpose and actions of 
psychotropic drugs. 

Firstly, psychotropic drugs do not treat 
mental disorders but rather mental symp- 
toms. The neurotic whose anxieties have 
been dissipated with tranquilizers still re- 
tains his neurotic personality structure with 
its unhealthy mechanisms; the schizo- 
phrenic whose delusions and hallucinations 
have disappeared through the influence of 
drugs remains schizophrenic in character 
_ structure ; the involutional whose depres- 
sion has been lifted with energizers still 
has the unhealthy attitudes which permitted 
the depression to develop. Furthermore, the 
individual mental patient, neurotic or psy- 
chotic, usually presents a multiplicity of 
symptoms. 

Secondly, although psychotropic drugs 
have been broadly divided into tranquilizers 
and energizers, the drugs in their respective 
groups also differ from each other, both in 
kind and degree of action. It would seem 
reasonable, therefore, that there might be 
need for more than one drug to treat ef- 
fectively the multiple symptoms of the pa- 
tient. However, combined drug therapy 
should not be “haphazard therapy,” but 
each drug should be carefully chosen for a 
particular symptom or constellation of 
symptoms. Such therapy is best adminis- 
tered by separate tablets for each drug 
rather than a fixed ratio of drugs in a single 
tablet. 

Thirdly, patients show individual differ- 
ences not only in their therapeutic response 
to the same drug, but also in their suscepti- 
bility to the development of disturbing side 
effects. At times, in order to avoid side 


1 Rockland State Hospital, Orangeburg, N. Y. 
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effects and still maintain therapeutic po- 
tency, it is necessary to combine two or 
more drugs at lower dosage ; e.g., reserpine 
and chlorpromazine, chlorpromazine and 
trifluoperazine. 

At this point it is important to describe 
the clinical actions of the drugs. Thus, tran- 
quilizers have two chief clinical actions : a 
sedative action, and an anti-psychotic (i.e., 
anti-delusional and anti-hallucinatory) ac- 
tion. Individual tranquilizers contain these 
actions in varying degrees. Meprobamate 
and methaminodiazepoxide (Librium ) have 
strong sedative actions, but no detectable 
anti-psychotic action. Reserpine has strong 
anti-psychotic action, but relatively weak 
sedative action. 

Phenothiazine derivatives are best di- 
vided into three groups, according to both 
chemical structure and clinical actions. 
There is the di-methyl group : chlorproma- 
zine (Thorazine ), promazine (Sparine), tri- 
flupromazine (Vesprin); the piperazine 
group: proclorperazine (Compazine), thi- 
opropazate ( Dartal ), trifluoperazine (Stela- 
zine), perphenazine (Trilafon), fluphena- 
zine (Prolixin) ; and the piperidine group : 
mepazine (Pacatal) and thioridazine ( Mel- 
laril). According to their sedative strength, 
we have the di-methyl group, the piperi- 
dine group, and the piperazine group. How- 
ever, in the order of their anti-psychotic 
effectiveness, they are: the piperazine 
group, the di-methy] group, and the piperi- 
dine group. The piperazine group has the 
greatest incidence of extra-pyramidal side 
effects, especially akathisia ; next comes the 
di-methyl group with predominantly Park- 
insonian symptoms, and, finally, the piperi- 
dine group. 

Psychic energizers have three main ac- 
tions : a stimulating action, an anti-depres- 
sant action (separate from the stimulating 
action), and an anti-psychotic action. Each 
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drug will show these actions to varying de- 
grees. Thus, amphetamine derivatives have 
only a strong stimulating action. Monamine 
oxidase inhibitors, which include iproniazid 
(Marsilid), phenelzine {Nardil), niala- 
mide (Niamid ), pheniprazine (Catron) and 
isocarboxazide (Marplan), have a weaker 
stimulating action, a strong anti-depressant 
action, and no anti-psychotic action (in- 
deed, they may cause acute exacerbation 
of the schizophrenic psychosis ). Imipramine 
hydrochloride (Tofranil) has a still weaker 
stimulating action, but an equally strong 
anti-depressant action, no anti-psychotic ac- 
tion, and it, too, can exacerbate a schizo- 
phrenic reaction, though to a lesser extent. 


Deanol (Deaner) has weak stimulating ac- 
tion, no anti-depressant action, and mild 
anti-psychotic action. Deprol, a combination 
of meprobamate and benactyzine, has 
strong sedative action, mild anti-depressant 
action, no anti-psychotic action. 

In summary, psychotropic drugs treat 
symptoms only. Since the symptoms of men- 
tal disorders are multiple, and since the in- 
dividual drugs differ in their clinical ac- 
tions, it may be necessary to use a com- 
bination of drugs. Effective therapy, there- 
fore, requires a thorough knowledge not 
only of the patient’s symptoms but also of 
the clinical actions of the drugs. 


REVISED SURVEY OF SELECTED PSYCHOPHARMACOLOGICAL 


Each drug is listed as follows : chemical 
(generic) name, rating (see below), regis- 
tered name and manufacturer, range of 
daily dosage for ambulatory patients, side 
effects and general comments. 

Rating Scale: Each drug is rated ac- 
cording to the following system : 


Effectuality: | Toxicity and Side 

Reactions : 
Good—1 Mild—A 
Fair—2 Moderate—B 
Poor—3 Marked—C 


Thus, an effectual drug with minimal tox- 
icity and side effects is designated : 1A ; an 
ineffectual drug with marked side effects 
or toxicity : 3C 
I. The Major Tranquilizers (used primarily 
for psychomotor agitation and _ severe 
anxiety and may decrease hallucinations and 
delusions). 
A. Phenothiazine Derivatives 
1. Amino-propyl side chain group. 
Chlorpromazine, 1B, (Thorazine- 
Smith, Kline and French), 25-150 
mg. q.i.d. Jaundice, liver damage, 
agranulocytosis, thrombocytopenia, 


1 Based on literature available about each drug as of 
June, 1960 and experiences at the Columbia-Pres- 
byterian Medical Center. 

2 Assistant Clinical Professor of Psychiatry, Col- 
lege of Physicians and Surgeons, Columbia Univer- 
sity. 

3 Acting Chief of Psychiatric Research, N. Y. State 
Psychiatric Institute. 


AGENTS * 
JAMES P. CATTELL, M.D.2 and SIDNEY MALITZ, M.D.° 


urticaria, contact dermatitis, photo- 
sensitivity, edema of the extremi- 
ties, GI syndrome, Parkinsonism, 
akathisia, convulsive seizures, de- 
personalization, depression, hypo- 
tension, drowsiness, fatigue and 
cataleptic seizures reported. Possi- 
bility of liver damage and increased 
liability to thrombosis and embo- 
lism warrants greatest caution. Sei- 
zures following abrupt withdrawal 
reported. 

Promazine, 2B, (Sparine-Wyeth), 50- 
200 mg. t.i.d. Same side effects as 
chlorpromazine. Less photosensitiv- 
ity and jaundice but higher inci- 
dence of seizures. 

Methoxypromazine, 3B, (Tentone- 
Lederle), 10-50 mg. q.id. Same 
side effects as chlorpromazine but 
apparently less chance of liver 
damage and agranulocytosis. 

Triflupromazine, 2B, (Vesprin- 
Squibb), 10-30 mg. tid. More 
potent and perhaps more rapid act- 
ing than chlorpromazine, with 
essentially the same side effects. 
Higher incidence of extrapyramidal 


symptoms; jaundice reportedly 
rare and only one agranulocytosis 
on record. 


2. Piperidine ring side-chain group. 
Mepazine, 3C, (Pacatal-Warner-Chil- 
cott), 25-50 mg. t.id. Same side 
effects as chlorpromazine but 
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lower incidence of extrapyramidal 
symptoms and skin reactions. Pos- 
sibly more agranulocytosis, sei- 
zures and atropine-like action. Re- 
garded by some as ineffectual and 
too toxic for general use. 

Thioridazine HCl, 2A, (Mellaril-San- 
doz), 25-150 mg. tid. Fewer 
side effects reported than with 
other phenothiazines but further 
studies needed. Leucopenic tenden- 
cies (reversible?), thrombocytope- 
nia, galactorrhea, skin reactions 
reported. Hypotension, extrapyra- 
midal symptoms, edema and photo- 
sensitization rare. Hepatic symp- 
toms not reported. 


3. Piperazine ring side-chain group. 


Prochlorperazine, 2B, (Compazine- 
Smith, Kline and French), 5-15 
mg. t.id. Fewer side effects than 
chlorpromazine but higher 
cidence of extrapyramidal symp- 
toms. One report of spasm and 
glottis edema requiring tracheot- 
omy. Jaundice and agranulocytosis 
not reported. 

Perphenazine, 1-2B, (Trilafon-Scher- 
ing), 2-16 mg. tid. Fewer side 
effects than chlorpromazine, nota- 
bly less drowsiness and absence of 
agranulocytosis, liver impairment 
and photosensitivity. Higher in- 


cidence of akathisia and dyskinetic. 


syndrome. Convulsive seizures, 
cataleptic attacks in children, gal- 
actorrhea, angioneurotic edema, 
ankle edema, reduced appetite, GI 
disturbances and urinary urgency 
and incontinence have been re- 
ported. 

Thiopropazate, 2B, (Dartal-Searle), 
2-10 mg. tid. Parkinsonism, 
akathisia and dyskinetic syndrome 
more prominent than with chlor- 
promazine. Jaundice and _leuco- 
penia not reported. Otherwise, 
comparable to chlorpromazine. 

Trifluoperazine, 2B, (Stelazine-Smith, 
Kline and French), 1-5 mg. t.i.d. 
Fewer side effects than chlorproma- 
zine. Parkinsonism, akathisia, dy- 
skinetic syndrome, agitation and 
turbulence prominent. Occasionally 
may intensify psychotic symptoms. 
No reports of jaundice or agranu- 
locytosis. Does not produce drowsi- 
ness. Hypotension, blurred vision, 
dryness of mouth and transient 


macular eruption have been noted. 
Fluphenazine, 2B, (Permitil-White ; 
Prolixin, Squibb), 1-10 mg. daily 
initially ; 1-5 mg. daily for mainte- 
nance. (White recommends only 
0.5-1 mg. daily.) Extrapyramidal 
signs and symptoms common. 
Leucopenia reported in 4 patients 
thus far. Marked hypotension re- 
sulting in neurocirculatory collapse 
has occurred in a few patients. No 
reports of jaundice or photosensi- 
tivity and skin reactions are rare. 
Blurred vision, dizziness, edema, 
nasal congestion, polyuria, per- 
spiration, flushing, lethargy, depres- 
sion, weakness, numbness, nausea, 
vomiting, constipation, diarrhea, 
weight gain and loss, anorexia, dry 
cough and convulsions reported as 
occurring occasionally. Least seda- 
tive effect of the phenothiazines. 
Special caution and lower dosage 
required in treating older patients. 


B. Rauwolfia Alkaloids 


Reserpine, 2-3B, (Serpasil-Ciba ; 
Reserpoid-Upjohn ), 0.5-1 mg. b.i.d. 
Jaundice and agranulocytosis not 
reported. Skin reactions, Parkinson- 
ism, akathisia, dyskinetic syndrome, 
seizures, depression with suicidal 
ideation, depersonalization, hypo- 
tension, drowsiness, fatigue, excite- 
ment, edema and rupture of peptic 
ulcer reported. 

Deserpidine, Canescine, Recanescine, 
3B, (Harmonyl-Abbott), 0.24-2 
mg. tid. Fewer side effects 
claimed than reserpine. 

Rescinnamine, 3B, (Moderil-Pfizer), 
0.25-0.5 mg. b.idd. Fewer side 
effects than reserpine. 

Rauwolfia serpentina, whole root, 3A, 
(Raudixin-Squibb), 100-300 mg. 
daily. Fewest side effects of Rau- 
wolfia group. 

Rauwolfia serp., alseroxylon fraction, 
3B, (Rauwiloid-Riker), 4 mg. daily. 
Fewer side effects than reserpine. 


Medication to Prevent Drug-Induced, Extra- 
pyramidal Syndrome. 


Ethopropazine ( Parsidol-Warner-Chil- 
cott), 10-50 mg. q.i.d. 

Biperiden (Akineton-Knoll) 2 mg. 
1-3 times a day. 

Trihexyphenidy] (Artane-Lederle) 
2 mg. 

Methanesulfonate (Cogentin-Merck 
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Sharp and Dohme) 1-4 mg. 1-2 
times a day. 


Procyclidine (Kemadrin-Burroughs- 


Wellcome) 2.5-5.0 mg. 3-4 times a 
day. Side effects that may appear 
with most of these: Dryness of 
mouth, blurring of vision. Giddi- 
ness, excitement, muscle weakness 
with high doses, Delusions and hal- 
lucinations with high doses in el- 
derly patients. Caution in patients 
with glaucoma, tachycardia, pro- 
static hypertrophy (e.g., when 
parasympathetic inhibition is un- 
desirable). 


Medication for Hypotension with Neurocircul- 
atory Collapse : 
Levarterenol bitartrate (Levophed- 


Winthrop). Administered i.v. in 
5% dextrose solution. (Epine- 
phrine is contraindicated; may 
lower blood pressure further. ) 

Minor Tranquilizers (for anxiety- 


tension states). 
A. The Substituted Propanediol Group 


Meprobamate, 2B, (Miltown-Wal- 
lace; Equanil-Wyeth), 200-400 
mg. t.i.d. No convincing studies 
demonstrating superiority to bar- 
biturates. Meprobamate medication 
may be associated with production 
of fever, malaise, nausea, vomiting, 
headache, increased peristalsis, 
cardiac dysrhythmia, hypotension 
with shock, skin rashes, angio- 
neurotic edema, a non-throm- 
bocytopenic purpura, temporary 
leucopenia, itching, drowsiness, 
euphoria, restlessness, hypomanic 
conditions, diplopia and coma. Ad- 
diction reportedly widespread. 
Withdrawal syndromes may be 
severe, including convulsions with 
abrupt withdrawal. Potentiates al- 
cohol, barbiturates and antihista- 
mines. 

Phenaglycodol, 3A, (Ultran-Lilly), 
300 mg. t.i.d. Said to allay anxiety 
without dulling mental acuity or 
awareness. Further data needed. 


B. Diphenyl Methane Derivatives 


Azacyclonal, 3A, (Frenquel-Merrell), 
200-400 mg. daily. Introduced as 
an anti-hallucination and anti-con- 
fusion drug. Value not confirmed. 
Benactyzine, 3B, (Suavitil-Merck), 
1-3 mg. daily. Contraindicated in 
“hostile” patients. May produce 
concentration difficulty, deperson- 


alization, paresthesias, muscle 
weakness, dizziness, tension, nau- 
sea, vomiting, dry mouth, diarrhea, 
ataxia, palpitation, apathy, indiffer- 
ence. Recently combined with 
meprobamate (Deprol-Wallace) as 
an antidepressant-rating : 3B 


Hydroxyzine HCl, 3A, (Atarax- 


Roerig), 10 mg. t.i.d. Of question- 
able value except in very mild 
anxiety. No side effects yet re- 
ported. 


Hydroxyzine pamoate, 2A, (Vistaril- 


Pfizer), 25-100 mg. t.i.d. Various 
reports. of effectuality in every 
psychiatric syndrome and in almost 
every specialty of medicine. Mini- 
mal side effects. 


Phenyltoloxamine, 3B, (PRN-Bristol) , 


50-200 mg. b.i.d.-q.id. Formerly 
Bristamin, a non-prescription anti- 
histamine, 1951-57. Now recom- 
mended for anxiety states and cer- 
tain psychosomatic disorders. 
Drowsiness, nausea, tachycardia 
and dryness of mouth reported. 


Pipethanate, 2-3A (?), (Sycotrol- 


Reed & Carnick), 3-6 mg. t.i.d. 
Drowsiness. More data needed. 


C. Other Minor Tranquilizers 
Aminophenylpyridone, 2-3B  (?), 


(Dornwal-Wallace & Tiernan), 
200-400 mg. Drowsiness, 
dryness of mouth, vertigo, nausea, 
blurred vision, stimulation, pruritis. 
More data needed. 


Methaminodiazepoxide, 2B (?), 


(Librium-Roche), 10-20 mg. t.i.d. 
Occasional drowsiness (frequent in 
dosages over 50 mg./day). Para- 
doxical stimulating effect reported. 
Cumulative effect heralded by 
drowsiness. More data needed. 


III. Anti-Depressives 
A. The Hydrazines 
Iproniazid, 2C, (Marsilid-Roche), 50 


mg. daily in divided doses—reduced 
to 10-30 mg./day. Most effectual 
at 150 mg./day, but toxic effects 
may appear at doses above 50 
mg./day. U. S. Dept. HEW has 
reported 180 cases of hepatitis, 
with 20% fatalities. Side effects : 
dizziness, ataxia, loss of muscular 
tonus, hypotension, accommodation 
disturbances, headache, dry mouth, 
flushing, sweating, euphoria, con- 
fusion, restlessness, depression, con- 
stipation, delay in starting urina- 
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tion and reversible hypochromic 
anemia. Edema, dyspnea, cardiac 
failure and neuralgic pain also re- 
ported. Potentiates alcohol, ether, 
barbiturates, meperidine, cocaine, 
procaine and phenylephrine. Pa- 
tients receiving iproniazid should 
be given the entire vitamin-B com- 
plex concomitantly. 

Pheniprazine, 1-2 B, (Catron-Lake- 
side), 12-3 mg. daily (initial and 
maintenance doses). Hypotension, 
red-green visual defect, mouth 
dryness, ankle edema, blurred vis- 
ion, drug rash, constipation, de- 
layed micturition. At least one 
fatal jaundice reported. List of 
drugs Catron potentiates is not yet 
complete. Watch for neurological 
syndrome with tremors, muscle 
rigidity and difficulty in locomo- 
tion. Further data needed. 
Isocarboxazid, 2B, (Marplan-Roche), 
30 mg./day initially with reduction 
to 10-20 mg. or less for mainte- 
nance dosage. Side effects essen- 
tially those of iproniazid except no 
evidence of liver damage reported 
yet. Overactivity, jitteriness, in- 
somnia, hallucinations may occur 
in excited patients on higher doses. 
Contraindicated in epileptics until 
further studies completed. More 
data needed. 

Phenelzine, 2B, (Nardil-Warner-Chil- 
cott), 15 mg. tid.—15 mg./day. 
Hypotension, nausea, ankle edema, 
delayed micturition, constipation, 
insomnia, drug rash, restlessness, 
headache, dizziness, heartburn. 
50% of patients showed abnormali- 
ties in liver function tests in one 
report. Further data needed. 
Nialamide, 2-3B, (Niamid-Pfizer), 
50-200 mg./day—initial, and 12- 
25/day—maintenance. Essentially 
same side effects as other hydra- 
zines. Liver involvement not re- 
ported (?). More data needed. 


B. The Amphetamines 


Dextroamphetamine, 2B, (Dexedrine 
—Smith, Kline and French), 2.5-10 
mg. t.i.d. Side effects: Anorexia, 
insomnia, palpitation, anxiety and 
feeling of being “driven.” Non-toxic 
when used in therapeutic doses 
under medical supervision. Occa- 
sional reports of psychosis and 
habituation when self-administered 


in high doses. Contraindicated in 
patients with cardiovascular dis- 


ease. 


Dextroamphetamine with amytal, 


1-2A, (Dexamyl-Smith, Kline and 
French), dose: same as above 
(includes 30 mg. amobarbital per 5 
mg. D-amphet.). D-amphetamine 
side effects minimum or absent if 
dose is properly adjusted. Effect is 
to allay anxiety, relieve depression 
and facilitate integrated function- 
ing. Often neutralizes depersonal- 
ization phenomena. 


Methamphetamine, 2B, (Desoxyn- 


Abbott; Methedrine-Burroughs- 
Wellcome), 2.5-5 mg. t.i.d. Effec- 
tuality and side effects lie between 
dexedrine and dexamyl. 


C. Other Anti-Depressives 
Deanol, 3B, (Deaner-Riker), 25 mg. 


t.i.d. The few available reports find 
this drug useful in depression and 
schizophrenia. The rating given 
reflects the impression at the N. Y. 
State Psychiatric Institute. 


Imipramine, 1-2B, (Tofranil-Geigy) , 


25-50 mg. t.i.d.—with less for main- 
tenance. Two to 30 day lag before 
significant therapeutic response but 
majority during first week of 
medication. Tremor and agitation, 
nausea and vomiting, dizziness per- 
spiration, palpitation, dry mouth, 
constipation, headache, hypo- 
kinesia, blurred vision, extra- 
pyramidal signs, difficulty in urina- 
tion, dermatitis, insomia, decreased 
appetite, syncope, photosensitivity, 
hypotension, edema. Hepatitis and 
acute myocardial infarction and 
reversible leucopenia reported. 
Further data needed. 


Methylphenidate HCl, 2B, (Ritalin- 


Ciba), 5-10 mg. tid. This drug 
and pipradol reportedly do not 
produce the unpleasant side effects 
of the amphetamines. Actually, 
they do. A_ shock-like condition 
may develop with tremor, sweat- 
ing, tachycardia, headache, vertigo, 
motor restlessness. Reported to be 
useful in counteracting the lethargy 
associated with some tranquilizers. 


Pipradol HCl, 3B, (Meratran-Mer- 


rill), 1-2.5 mg. t.id. May produce 
insomnia, nausea, skin rash. May 
aggravate existing anxiety and 
produce psychotic phenomena. 
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Said to be contraindicated in 
patients with anxiety, hyper-excita- 
bility, paranoia, agitation and ob- 
sessive-compulsive states. 

Tranylcypromine, 2A (?), (Parnate- 
Smith, Kline and French, formerly 
SKF 385), 10 mg. tid.-b.iid. A 
non-hydrazine MAO _ inhibitor. 
Hypotension, dizziness, insomnia. 
More data needed. 

IV. Psychotogenic Drugs : 

Increasing publicity about hallucino- 
genic agents and claims that they 
expedite psychotherapy warrants 
the inclusion of this group. Many 
of these drugs contain the indole 
nucleus and are related to serotonin 
(5-hydroxytryptamine). Therapeu- 
tic effectuality and toxicity rating : 
3C, 

d-LSD-25 (Lysergic acid diethyla- 
mide) (Delysid-Sandoz). An ergot 
alkaloid with an indole nucleus. 
Not available commercially in the 
U. S. but can be prescribed in 
Great Britain. It is claimed that 
in repeated doses of 20-70 gamma, 
the drug will facilitate psychother- 
apy. In doses exceeding 100 
gamma, this is a potent psychoto- 
genic drug that produces visual 
hallucinations, depersonalization 
phenomena, autonomic  disturb- 
ances and fluctuations of affect 
without impairing the sensorium. 
Effects usually continue for 8-24 
hours and there are occasional in- 
stances of more protracted re- 
actions. 

O-Phosphory]-4-hydroxy-N-dimethy] - 
tryptamine (Psilocybin-Sandoz). A 
Mexican mushroom derivative with 
an indole nucleus. Desages of 6-30 
mg. produce psychotic pheno- 


mena similar to those seen with 
d-LSD-25. This is an experimental 
drug and further data are needed. 
JB-329, (Ditran-Lakeside).  ter- 
tiary amine derived from a group 
of 3-N-substituted piperidyl ben- 
zilates. Reported to have hallucino- 
genic and anti-depressant proper- 
ties at 10-20 mg. doses. Our ex- 
periments indicate that it induces a 
toxic, confusional psychosis that is 
qualitatively different from those 
associated with d-LSD-25, Psilocy- 
bin and mescaline, in which the 
sensorium remains clear. 
Mescaline. Has been synthesized as 
mescaline sulfate but can be ob- 
tained from peyotl cactus berries 
native to southwestern U. S. This 
experimental drug, in a dosage 
range of 0.5-0.75 Gm. produces a 
clinical picture similar to d-LSD-25. 
There is no conclusive evidence that 
these drugs are more effectual in 
facilitating psychotherapy than 
such drugs as amobarbital sodium, 
methamphetamine and other re- 
lated ones, when combined with 
psychotherapy. These potent psy- 
chotogens can and de release severe 
psychopathological symptoms in 
some individuals, including acute 
dissociated states, depression and 
self-destructive behavior as well as 
paranoid syndromes and acutely 
disturbed and aggressive behavior. 
Such drugs should be used only 
in a hospital by psychiatrists fami- 
liar with their effects. Adequate 
facilities and personnel must be 
available to manage untoward re- 
acticns, either physiological or 
psychopathological. 


TRIFLUOPERAZINE : A REPORT OF A CLINICAL TRIAL IN 
BACK WARD PSYCHOTIC PATIENTS 


JOHN A. GUIDO, M.D., anv GEORGE Y. ABE, M.D.' 


Since the introduction of the phenotropic 
phenothiazines, clinicians have reported 
satisfactory symptomatic relief of psychia- 
tric disturbances. Several have supported 


1 Respectively Senior Psychiatrist, and Associate 
Superintendent, Metropolitan State Hospital, Nor- 
walk, Calif. 


the contention that such pharmacological 
therapy has been more useful in the man- 
agement of chronically ill patients, yet there 
still exists the serious problem of accumula- 
tion of chronically regressed psychotic 
patients on the so-called “back ward.” De- 
spite the interruption of the regressive 
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course of their illness, many patients con- 
tinue to display psychotic mechanisms on 
examination. In our two months’ study we 
have termed such treated patients as “cor- 
rected psychotics,” since only their inter- 
personal adjustment is obviously more 
appropriate. 

Trifluoperazine is a recent phenothiazine 
derivative which was selected for a study 
of its effects on a group of 20 “back ward 
psychotic patients.” The following categor- 
ies were included: 11 chronic undifferen- 
tiated schizophrenics, 8 chronic brain syn- 
dromes with psychotic reaction, 1 chronic 
brain syndrome with mental deficiency. 

The drug was given in repeated doses 
throughout the day. Initially, the dose of 2 
mgms. t.id. was increased after the first 
week to as high as 30 mgms. b.i.d. depend- 
ing upon the clinical response. The most 
suitable dosage in the majority of the cases 
was approximately 20 mgms. on a b.i.d. 
schedule. Injectable trifluoperazine was ad- 
ministered in one patient up to 10 mgms. 
daily in divided doses. Blood pressure read- 
ings, urinalysis and hemograms were re- 
corded. 


RESULTS 


During the first 6 weeks, improvement 
was noticed in 65% of the patients. Many 
were eating and sleeping better; others 
became less destructive, and participated 
in the ward routine. They complained more 
of their physical problems such as ingrown 
toenails, halitosis, dermatoses, wanting 
haircuts, which before trifluoperazine went 
seemingly unnoticed by the patient. There 
were fewer injuries from assaultive be- 
havior, fewer accidental falls, marked re- 
duction of hours in the “short hall” of 
seclusion, and many took pride in more 
appropriate grooming. One of the patients, 
who had “not talked” over the past 10 
years, cheerfully asked the attendant on 
the ward if he could use a broom to help 
with the work on the ward. 

The maximum tolerated dose was 20 to 
60 mgms. with the only side effect of 
pseudo-Parkinsonism, and akathisia, which 
was noticeable at approximately 40 mgms. 
in the largest number of patients. The onset 


of dyskenetic symptoms was more obvious 
early if the drug was administered in large 
doses initially. These were quite readily 
reversible with an anti-Parkinson drug, or 
reduction of dosage, and if immediate relief 
was necessary, intravenous 

benzoate was administered. 
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Conclusion 


The double blind method would not have 
been useful in this study because of the 
frequency of extra-pyramidal side reactions, 
and the 10-22 year period of hospitalization 
of the patients with various therapy regi- 
mens. Therefore, the patients served as their 
own controls. It was found that the largest 
number of patients improved over approxi- 
mately 6 weeks, and steady improvement 
was noticeable in the remainder of the 
patients when the drug was continued. This 
drug is useful in chronic psychotic patients. 
There were no noticeable urinary or hema- 
tological side effects, or variations in blood 
pressure. 

As compared to the other tranquilizers, 
trifluoperazine exerted a more appropriate 
and definitive controlling effect on aberrant 
behavior. As reported elsewhere, it was 
found to be noticeably more beneficial in 
the chronic back ward patients than other 
phenothiazines and serpentina derivatives ; 
it permitted the utilization of other thera- 
peutic techniques and rehabilitation and 
re-socialization *egimens(1, 2, 3). The 
Rauwolfias and phenothiazines, alone or in 
combinations, frequently produced indiffer- 
ence as contrasted to the freely outgoing 
and attentive behavior produced by trifluo- 
perazine. The seclusion hours were appre- 
ciably reduced. The least amount of bene- 
ficial effect was in the lobotomized patient. 
Patients were noticeably ‘motivated toward 
ward and ancillary therapies. The improve- 
ment in all cases described is purely symp- 
tomatic. Most of the patients who were 
actively hallucinated continued to experi- 
ence these phenomena, although apparently 
seemed less motivated to act upon them(4). 

The drug is found to be worthwhile, and 
further study is warranted to avoid drawing 
definite and final conclusions from this 
simple clinical trial. 
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ON THE PARENTERAL USE OF AMITRIPTYLINE 
(ELAVIL—MERCK) : A PRELIMINARY REPORT 


HERBERT FREED, M.D.' 


Amitriptyline? a new antidepressant 
agent has been reported by Dorfman to 
have clinical effectiveness comparable with 
the presently available antidepressant 
drugs. Amitriptyline, 5-(3-dimethylamino- 
propylidine)-dibenzo [a,d] [1,4] cyclo- 
heptadiene hydrochloride, structurally re- 
sembles imipramine and shows the same 
spectrum of pharmacologic activity. Neither 
of these agents is an amine oxidase inhibi- 
tor. 

Studies in dogs in which 2 mgm./Kg. was 
administered intravenously induced a small 
fall in blood pressure followed immediately 
by a minor increase in pressure. A larger 
dose of 4 mgm./Kg. given rapidly produced 
a transient fall which recovered to normal 
within 10 minutes. No electrocardiographic 
changes were observed. Chronic oral ad- 
ministration in animals showed no effect on 
the cardiovascular system. 

In the course of the treatment of over 30 
patients with Elavil given orally, it was 
found that the drug could be administered 
parenterally both intramuscularly and in- 
travenously without the development of any 
side effects other than drowsiness when an 
excessive dose was given. Twenty-three pa- 
tients ranging in age from 18 to 78 were 
given Elavil in doses ranging from 10 to 30 
mgm. intravenously on 1 to 19 occasions, in 
office practice and at Roseneath Farms 
Sanatorium. Significant changes in pulse 


1 Medical Tower Bldg., 255 South 17th St., Phila- 
delphia 3, Pa. 

2 Merck, Sharp & Dohme, Division of Merck & 
Company, Inc. has assigned the trademark Elavil to 
amitriptyline. 


rate or blood pressure did not occur nor 
was postural hypotension observed in these 
patients. Drowsiness was encountered in 
the 25 to 30 mgm. dose range. The usual 
psychophysiological response could be de- 
scribed as a pleasant state of relaxation. In 
7 patients there seemed to be increased in- 
terest in eating. Parkinsonism or any form 
of basal ganglia involvement as well as 
other significant side effects were note- 
worthy in their absence. It was my impres- 
sion that this drug acted both as a tran- 
quilizer and as an antidepressant through its 
influence on the “anxiety factor” in many 
depressions. 

In this series of patients there were two 
who were depressed, with anorexia and a 
significant degree of anxiety, who had also 
suffered with cerebral insults with pyrami- 
dal tract signs as well as some evidence of 
extra pyramidal involvement. Shock treat- 
ment which had been used for previous 
episodes of depression was considered too 
dangerous now because of evidences of 
cerebral insufficiency. These patients were 
given injections of 10 to 15 mgm. intra- 
venously once or twice a day for 12 days 
along with an oral dose of 50 mgm. b.i.d. 
The rapid favorable response evidenced by 
a marked improvement in gait (without 
significant change in objective neurologic 
finds) as well as the lessening of anxiety 
was impressive to the nursing staff and to 
the doctors. The subsequent intravenous 
administration in 10 to 15 mgm. doses to 3 
elderly patients who were tense and had 
tremors brought about a response of les- 
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sening of tension ; diminution to removal of 
tremor (transient) and a more satisfactory 
interview. 

The relatively rapid removal of tension 
with or without elevation of mood in pa- 
tients with definite or probable organic 
pathology in the central nervous system, 
without the development of disturbing side 
effects, suggests that this possible indication 
for the drug be studied by other investi- 
gators. From my extended experience with 
the use of a variety of tranquilizers and 


other drugs in the treatment of the elderly 
patient with tension and/or anxiety there 
would seem to be very few which are ac- 
tive and yet free of possible serious side 
effects when given intravenously. The ob- 
jection that there may not be a great need 
for the intravenous use of such a drug may 
be justifiable but one can not deny that it 
is comforting to have available a drug 
which can be used safely when a rapid re- 
sponse is desirable. 


CLINICAL TRIAL OF METHAMINODIAZEPOXIDE (LIBRIUM ) 


ROBERT S. WALZER, M.D., MORTON L. KURLAND, M.D., ann 
MANFRED BRAUN, M.D." 


Methaminodiazepoxide (Librium)? was 
released as a non-phenothiazine tranquiliz- 
ing agent reportedly beneficial in the ther- 
apy of various psychiatric disorders (1, 2, 3). 

At the Bronx V.A. Hospital, 74 patients 
with a variety of diagnoses were selected 
for a clinical study of this drug. Depending 
upon the therapeutic response, the drug 
- was given in divided doses of 40 to 300 mg. 
daily for 6 to 8 weeks. No other chemother- 
apy was given. A period of 3 to 10 days 
without chemotherapy, following admis- 
sion, was allowed for hospital adjustment, 
spontaneous improvement, and for sub- 
sidence of the enthusiasm generated by cur- 
rent publicity of a new wonder drug. 
Patients were evaluated weekly by a team 
of doctors, nurses, and occupational ther- 
apists. Routine urinalysis, blood count, and 
alkaline phosphatase were obtained weekly, 
and the blood pressure was recorded (erect 
and sitting) twice weekly ; the same data 
had been obtained prior to beginning medi- 
cation. 

Therapeutic effects varied markedly 
from patient to patient and from ward to 
ward. Contagious enthusiasm and placebo 
effect were marked in 24 patients. These 
individuals were dropped from the study 
and the evaluation of the drug continued 
with the remaining 50 patients. 


1 From the Psychiatry and Neurology Service, Bronx 
Veterans Administration Hospital, Bronx, N. Y. 
2 Product of Hoffmann-La Roche Inc., Nutley, N. J. 


Anxiety was the symptom which re- 
sponded most consistently to treatment. 
Twenty-two of 40 patients with this symp- 
tom in all diagnostic categories showed 
marked and sustained reduction of anxiety 
while on the medication ; this improvement 
was not reproducible by the identical- 
appearing placebo. 

Other symptoms were not affected. In 
contrast to reports mentioned above, we 
found no notable improvement in 6 of 9 
obsessive-compulsive patients; 3 showed 
some relief of tension regarding their rituals 
but no actual change in their behavior 
occurred. Three of 4 patients with phobic 
reactions had no relief ; 1 showed moderate 
improvement. Most patients experienced 
moderate drowsiness during the first week 
or so. 

Laboratory tests revealed no abnormali- 
ties, except for reversible eosinophilia of 6 
to 9% in 8 patients. Systolic B.P. taken in 
erect position dropped 10 to 20 mm. mer- 
cury in 5 patients on 40 mg. daily, and as 
much as 40 mm. in 2 patients. This occurred 
in the first week of therapy and reverted to 
previous levels within 2 weeks without in- 
terruption of medication; some of these 
patients sensed orthostatic “faintness” with- 
out syncope, but others described this sen- 
sation with normal B.P. 

Interesting incidental findings include 
hostile and/or aggressive acting out on the 
part of 4 passive dependent patients ; this 
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aggressive behavior was not related to 
psychotherapy. Eight patients. noted that 
the drug seemed to render them more sen- 
sitive to alcohol, i.e., less alcohol was re- 
quired to cause intoxication, and 2 patients 
had episodes of violent destructive behavior 
suggestive of pathological intoxication. Two 
disturbed schizophrenics with repeated self 
inflicted cigarette burns, who did not re- 
spond to 1200 mg. of chlorpromazine daily, 
stopped burning themselves when given 
300 mg. of methaminodiazepoxide per day. 
Patients who suffered from depression were 
not helped by Librium ; however, 5 patients 
with depression were given the drug in 
conjunction with EST because of consider- 
able apprehension regarding the treatment. 
These patients now accepted the treatment 
and became less apprehensive concerning 
it. This effect disappeared when the drug 
was temporarily stopped. 


In summary, methaminodiazepoxide was 
found to be most beneficial in relieving the 
anxiety arising from anxiety neuroses ; its 
effect on anxiety in other psychiatric condi- 
tions was more limited, variable and un- 
predictable. Its influence on other symp- 
toms was minimal. Patients should be 
warned of possible lethargy, and of the 
alcohol-potentiating effect of the drug. 
Further observation of its usefulness in 
conjunction with shock therapy is war- 
ranted. 
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THE USE OF FLUPHENAZINE (PROLIXIN) IN REHABILITATION 
OF CHRONIC SCHZOPHRENIC PATIENTS 


LEON REZNIKOFF, M.D.* 


A group of 50 chronic schizophrenics 
refractory to ECT and numerous ataractic 
drugs had been treated for 3 to 4 months 
with fluphenazine*. Patients selected for 
this study had been uncooperative, with- 
drawn schizophrenics who had been con- 
sidered in the past, as hopeless even for 
institutional adjustment ; it had been prac- 
tically impossible to engage them in any 
institutional activities. On the average, 
duration of psychosis was over 12 years. 
The youngest patient was 17 years old, the 
oldest 70. There were 42 males and 8 
females. 

Because of prolonged action of fluphena- 
zine and high potency, the drug was admin- 
istered only once a day. 

The initial dose consisted of 2.5 mg. for 
some patients and 5 mg. for others ; the 
dose was gradually raised to a maximum of 
20 mg. per day. When maximum improve- 
ment was achieved, the dose was gradually 


1 Clinical Director, Hudson County Hospital for 
Mental Diseases, Secaucus, N. J. 

2 Fluphenazine was kindly supplied for this study 
by Squibb and Sons under trade name, Prolixin. 


reduced to maintenance dose of 2.5 or 5 
mg. per day. 

Extrapyramidal signs are the most im- 
portant and frequent side effects of this 
drug. While most patients began to show 
extrapyramidal system signs when the drug 
was raised over 10 mg. per day, there had 
been a few patients who developed these 
symptoms on 5 mg. per day, and 16 (32%) 
did not show extrapyramidal symptoms 
even after 12 weeks on as large doses as 
15 mg. to 20 mg. per day. These were con- 
trolled by reducing the dose of fluphena- 
zine and administration of Akineton, Artane 
or Cogentin. 

An interesting beneficial side reaction 
occurred in one case. 


E. C., a 35-year-old schizophrenic woman 
was also suffering from advanced rheumatoid 
arthritis ; for a year before admission to the 
mental hospital she spent most of her time in 
bed because of crippling arthritis; she had 
been treated with Cortisone, but developed 
peptic ulcer; treatment of arthritis was then 
switched to Butazolidin, but it also had to be 
discontinued because of blood dyscrasia. Mean- 
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while her condition deteriorated to such de- 
gree that she had to be committed to our 
hospital. She was started here on 5 mg. flu- 
phenazine per day ; a week later the dose was 
increased to 10 mg. per day. Two weeks after 
treatment was started there was noticed not 
only marked improvement in her mental con- 
dition, but all discomfort and pain from arth- 
ritis disappeared. The dose of fluphenazine 
was gradually reduced to 5 mg. per day and 
later to 2.5 mg. She was released for con- 
valescent care after 3 months on this therapy. 


Blood counts were made at frequent in- 
tervals ; a few patients had slight leucop- 
enia, but no cases of agranulocytosis, skin 
rash or jaundice had been observed. 

Of the 50 patients treated with fluphena- 
zine, 29 (58%) improved sufficiently to 
be considered for convalescent care or 
achieved a fairly good institutional adjust- 


ment : 21 patients (42%) showed only slight 
or no improvement, and therefore classified 
as unimproved. 


SUMMARY AND CONCLUSIONS 

1. Fifty chronic schizophrenic patients 
with an average duration of mental illness 
of over 12 years and refractory to any other 
treatment had been treated with fluphena- 
zine for a period of 3 to 4 months. 

2. Twenty-nine patients (58%) improved 
and 21 (42%) remained unimproved. 

3. The dose of fluphenazine varied from 
2.5 mg. to 20 mg. per day. When the dose 
of fluphenazine was raised over 10 mg. per 
day, 50% of patients developed extra- 
pyramidal symptoms. 

4. Fluphenazine is a valuable adjunct 
in the total program of rehabilitation of 
chronic schizophrenic patients. 


CONVULSIONS ASSOCIATED WITH ANTI-DEPRESSANT DRUGS 


W. L. SHARP, M.D." 


Because of increasing interest and usage 
of the mono-amine oxidase inhibitors, I wish 
to submit the following 3 case reports of 
epileptiform seizures occurring following 
use of these drugs. 


Case No. 1.—P.C., age 39, was placed on 
imipramine (Tofranil—Geigy) 25 mgm. t.i.d. 
p.c. on 8/3/59. In three days this was increased 
to 50 mgm. t.id. p.c. On 8/15/59 this patient 
experienced a definitely described grand mal 
seizure, with total loss of consciousness, am- 
nesia, and jerking of all extremities ; witnessed 
by his wife. Following this grand mal seizure, 
he was immediately hospitalized and a lumbar 
puncture done, which was all negative. 

Because of the patient's resistive depressive 
reaction, on 10/5/59, Niamid 25 mgm. t.i.d. 
p.c. was prescribed. On 10/19/59 he had 
another grand mal seizure with jerking of all 
extremities, total unconsciousness, and frothing 
at the mouth. This medication was promptly 
stopped and the patient placed on Dilantin 
1/10th gm. plus Phenobarb. gr. 1/4th p.c. and 
h.s. No more seizures were experienced and 
none has been experienced to date (6/14/60). 

On 12/18/59, an EEG was reported as 
“undoubtedly abnormal and suggesting the 


1 449 Citizens Bank Bldg., Anderson, Ind. 


possibility of some temporal lobe dysfunction. 
No precise localized lesion such as tumor was 
indicated at that time.” 


Case No. 2.—E.P., age 35 : On 9/10/59, be- 
cause of a resistive reactive depression neurosis, 
this patient was placed on phenelzine (Nardil) 
15 mgm. tid. By 10/24/59, it was reported 
that she had had two “fainting spells” with 
definite losses of consciousness and amnesia. 
Later, two grand mal seizures with jerking of 
all extremities and even bruises to patient in 
falling were reported. The drug was stopped 
and Dilantin 1/10th gm. t.i.d. p.c. plus Pheno- 
barb. gr. ss p.c. and h.s. were prescribed. An 
EEG could not be obtained. This patient had 
never had any type of seizures or spells like 
this in her past life. She was kept on Dilantin 
and Phenobarb. until 3/7/60. She has never 
had any more seizures of any type, to this 
date (6/14/60). 


Case No. 3.—G.M., age 63 : This patient had 
never been known to have any type of losses 
of consciousness, fainting spells or seizures in 
his past. Because of his tendency to be a 
recurrent chronic depressive, he was placed 
on Niamid 25 mgm. t.i.d., on 9/1/59. By 
12/3/59 he had a grand mal spontaneous 
seizure. Because of the experience of the first 
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two cases, Niamid was immediately stopped. 
He was given Phenobarb. grs. 1% at bedtime 
and two Fiorinal tablets q.4.h., p.r.n. for head- 
aches. This has gradually been discontinued 
and Librium 10 mgm. tid. has been sub- 
stituted. No seizures have been reported to 
date (6/14/60). 


All 3 cases had mild auras of crawling, 
cramp-like sensations ascending through 
the extremities upward, immediately pre- 
ceeding the seizures. 

I have treated a total of 58 cases on three 
of the mono-amine oxidase inhibitor drugs. 
All 58 cases were given the therapeutic 
dosages usually recommended by their re- 
spective drug manufacturers. 


COMMENT 


These major side reactions to these drugs 
all pose several questions and points : 

1. That they may not exactly be “the an- 
swer to a general practitioners’ prayer” as 


The writer visited Tokyo University in 
May, 1958, and was cordially received by 
Professor A. Kimoto. The psychiatric and 
neurological departments, which are com- 
bined, have an outpatient census of about 
8,000 annually. They have 40 beds and see 
both psychiatric as well as neurological 
cases. From here patients are sent to the 
Matsuzawa Municipal Psychiatric Hospital 
which has about a 1,000 bed capacity. 
Treatment generally has been the same re- 
cently (insulin and ECT) even after intro- 
duction of drugs (reserpine, chlorproma- 
zine, etc.). Last year they found that the 
results with new drugs were, generally 
speaking, the same as with ECT, although 
the control of patients was easier. Recur- 
rences were about the same as when ECT 
alone was given. 

They are biologically oriented but psy- 
chotherapy is used extensively. Of the 
O.P.D. patients, about 10% are schizophren- 
ic, and the same percentage prevails for 
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PSYCHIATRIC FACILITIES IN TOKYO AND TEL AVIV, 1958 


IRWIN J. KLEIN, M.D.' 


some drug manufacturers would have you 
believe. They are certainly not the full an- 
swer to the psychiatrist who might possibly 
be sued for giving potentially convulsant- 
inducing drugs to patients, some of whom 
might be driving a motor vehicle. (A grand 
mal convulsion could presumably cause 
more trouble to a car driver than the usual 
doses of tranquilizers or sedatives given to 
office patients. ) 

2. Should these drugs be given at all ex- 
cept to hospitalized patients under complete 
observation where (a) suicide can be pre- 
vented and (b) where they would not be 
driving a motor vehicle ? 


CONCLUSIONS 


1. From my results of three cases de- 
veloping epileptiform seizures, out of 58 
cases, which have been on the more com- 
monly used MAO drugs, it would appear 
that we could expect this unwelcome reac- 
tion in about 4 or 5% of cases. 


the inpatient population. The rest are most- 
ly psychoneurotics, with a few central 
nervous system luetics, and manic-depres- 
sives. An interesting point is that they do 
not have a hard and fast distinction be- 
tween the terms schizophrenic and schiz- 
oid. 

There are few psychoanalysts in Japan. 
Most psychiatrists are connected with some 
hospital. Those connected with prisons, ex- 
amine for the courts and usually study 
criminology. Child psychiatry is confined 
to the Umego-CKA hospital in Tokyo, 
where about 100 schizophrenic, as well as 
feeble-minded, children, are confined. They 
also have 500 adults in the institution. 

Tokyo University also has a brain re- 
search institute with a wonderful specimen 
collection where comparative brain anatomy 
is studied in mammals. 

The Matsuzawa Psychiatric Hospital ( di- 
rector, Dr. S. Hayashi) was established in 
1874 as a municipal hospital on the out- 
skirts of the city on 50 acres, and houses 
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1,120 patients of whom 55% are male and 
45% female. There are 30 buildings, of 
which 22 are used as wards, and the others, 
as kitchens, occupational therapy wards 
and auditorium. Of the population, 68-79% 
suffer from schizophrenia, 7-13%, general 
paresis, 3-5%, epilepsy, 1-5%, feebleminded- 
ness and 4-15%, others. There are a few 
neurological cases (Wilson’s disease, Hunt- 
ington’s chorea, as well as manic-depressives 
and psychopaths). About 10% are criminal 
cases sent by the courts. In addition, they 
had 15 cases of drug addiction (morphine, 
heroin and benzedrine), as well as a few 
cases of alcoholism, head trauma, post en- 
cephalitic syndrome and cerebral arterio- 
sclerosis. The hospital is affiliated with Tok- 
yo University and has 18 doctors on the staff 
as well as 90 male and 110 female nurses. 
The physical plant, like the University, is 
dilapidated and in need of repairs. All pa- 
tients sleep on the floor which is, of course, 
the custom in Japan. They use chlorproma- 
zine, reserpine and other tranquilizers with 
fair results. ECT and insulin are used but 
not metrazol. They perform between 30 
and 40 autopsies per year. An interesting 
point is that the suicide rate for young 
people in Japan is high, especially for fe- 
males, but no definite reason can as yet 
be ascribed. Also, since the war, a lot of 
benzedrine addiction has occurred, the 
symptoms so closely resembling schizo- 
phrenia (auditory hallucinations, delusions, 
feelings of strangeness ), that special studies 
are going on. 

The writer next flew to Tel Aviv, Israel. 
The largest psychiatric hospital in Israel is 
at Acre (550 beds). I visited the Bat Yam 
Government Hospital on the outskirts of 
Tel Aviv, established December, 1944, 
which is the second largest psychiatric hos- 
pital. Dr. Yarmolowitz, originally from Po- 
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land, is in charge, and there are 10 doctors 
on the staff. The one story buildings are in 
good repair, clean and efficient, and were 
originally built for prisoners of war. 

This hospital has 380 beds with a popu- 
lation of 402, 60% females and 40% males. 
In general, there is an open door policy 
and patients are on either short or long 
leave. The atmosphere is cordial and friend- 
ly. The outpatient clinics average 420 per 
month. Since they started chlorpromazine 
( Largactil), they claim a reduction of more 
than 50% in ECT. However, for depressive 
and confusional states, ECT is still given, 
usually combined with chlorpromazine. 
Metrazol is very rarely used. Insulin is still 
used in early schizophrenia and catatonic 
states, although not as much as in previous 
years. Chronic patients remain about 5-6 
years, depending on the home conditions 
of the patient. There is an excellent occu- 
pational therapy department with wood- 
work, looms for rug making and tablecloths, 
and basket weaving, etc. 

In Israel, mental defectives are under the 
supervision of the Social Service Depart- 
ment, not the Health Department (which 
takes in the Department of Mental Hy- 
giene). 

Another mental hospital, Ben Yacov Hos- 
pital, originally a military barracks, has 
more than 320 beds. In Jerusalem, the 
chronic hospital has a “working village” 
with facilities for rehabilitation. In Neve- 
On, 100 tubercular psychotic patients are 
housed near Tel Aviv. 

Suicide is common in Israel; about 4-6 
cases per month. Many drug addicts (most- 
ly opium) are treated at Bat Yam. These 
come from Egypt and Asia. There are also 
cases of heroin and hashish addiction, treat- 
ment for which is mostly with chlorproma- 
zine. 
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HISTORICAL NOTES 


GOTTLIEB BURCKHARDT, THE FATHER OF TOPECTOMY 


CHRISTIAN MUELLER, M.D.' 


There is less talk these days about the 
so-called psychosurgical methods. But it 
was by way of leucotomy and topectomy 
that the first attempts were made to regu- 
larise the emotional oscillations of psy- 
chotics and to reduce tension states with 
motor and verbal agitation. Since then, the 
era of tranquilizers has intervened and has 
given us a more practical and less dan- 
gerous instrument to treat the mentally ill. 
Psychosurgery in turn has become in- 
terested in other procedures ( pallidectomy ) 
and other regions of neuropsychiatry (Par- 
kinsonism). The great neurologist Egas 
Moniz is regarded as the inventor of psy- 
chosurgery. Yet a few years back it was 
discovered that a Swiss psychiatrist, Gott- 
lieb Burckhardt, had attempted to attack 
the brain with the feeble means of the 
period long before Moniz. Since then, the 
name of Burckhardt is quoted in all treatises, 
especially in the U.S.A. But who knows 
more about Burckhardt than his name and 
Swiss origin ? We have tried to find some 
traces of his life and thus to reconstruct 
this short chapter of Swiss psychiatric his- 
tory. 

Gottlieb Burckhardt (Fig. 1), was born 
1836 at Basle, was a scion of the famous old 
Basle family of Burckhardt. His father was 
a doctor before him. Gottlieb studied at 
Basle, Goettingen and Berlin, and then be- 
came a general practitioner in his home town, 
At that period already he seems to have 
been interested in scientific problems. For 
instance, when obliged to spend some time 
at Pau for health reasons, he wrote a study 
of the climatology of that city. He was also 
passionately interested in nervous diseases 
and electrotherapy just like that other great 
Swiss psychiatrist and psychotherapist of 


1 Oberarzt and Privatdozent, Psychiatric University 
Clinic, Burghoelzli, Zurich. Translation by Erwin H. 
Ackerknecht, M.D., Director, Institute of Medical 
History, University, Zurich. The author is indebted 
to Drs. Morgenthaler, Bern, and Riggenbach, Préfar- 
gier, for documentation. 


the period, Paul Dubois. Thus in 1873, he 
accepted the position of physician at the 
psychiatric University clinic of Bern, Wal- 
dau. In the same year he issued his most 
voluminous publication Physiological Diag- 
nostics of Nervous Diseases. 

He worked at the Waldau under old 
Professor Schaerer and their scientific or 
administrative discussions must have been 
rather animated ; both were very sociable 
and musicloving, but also rather excitable 
men. At this time Burckhardt started to 
review important psychiatric publications 
in the Korrespondenzblatt fiir Schweizer 
Aerzte ; he expressed his opinion frankly 
and didn’t mince words. He cooperated on 
the memorial volume for Albrecht von 
Haller and in 1879 wrote the annual report 
of the Waldau. 

During his years at Berne, his main in- 
terest was the physiolegy of the brain. He 
looked for correlations between brain tem- 
perature and mental disease. He also 
studied brain circulation and brain move- 
ments. His ideas, especially concerning oxy- 
gen consumption of the brain, were taken 
up and usefully applied in 1907 by Hans 
Berger, the future inventor of the encephal- 
ogram. Burckhardt collaborated regularly 
on the Allgemeine Zeitschrift fiir Psychiatrie 
and was probably at that time its only 
Swiss correspondent. In 1881 a young in- 
tern worked under him, who was to revolu- 
tionize world psychiatry: Eugen Bleuler. 
In 1882 he became director of the clinic 
Préfargier. This clinic is beautifully located 
at the lake of Neuchatel and has preserved 
its noble, classicist, external appearance. 
There he continued his research, partici- 
pated in meetings of the Neuchatel doctors 
and published several papers, especially in 
the medical review of French speaking 
Switzerland, on aphasia, on a case of brain 
tumor, and on hypnosis. He delivered a 
number of lectures and continued his activ- 
ities as critical reviewer. 
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In 1889 at Berne, his pupil and assistant 
Ludwig August Miiller published a thesis 
on the topographical relations between 
brain and brain case. In an appendix, the 
author mentions that his chief, Dr. Burck- 
hardt, has had the opportunity to check 
his methods of localisation during surgical 
interventions in the living. Thus Burckhardt 
must have performed such operations 
around 1888. This was rather daring as 
neither he nor his collaborator had any 
special surgical experience, when they oper- 
ated in a small room at Préfargier. He acted 
probably with a twofold intention. Above 
all he hoped to invoke improvement in 
schizophrenics who suffered from hallucina- 
tions and asocial attitudes. But perhaps he 
also hoped to satisfy his scientific curiosity 
and to see confirmed his theories concerning 
the physiology of the brain. 

His conceptions of the genesis of psy- 
chotic phenomena and their elimination 
were extremely simple and an offshoot of 
his physiological theories. He tried “to ex- 
tract from the brain mechanism the emo- 
tional and impulsive element in order to 


bring back the patient to calm.” He writes : 


If excitation and impulsive behavior are due 
to the fact that from the sensorial surfaces 
excitations abnormal in quality, quantity and 
intensity do arise, and do act on the motor 
surfaces, then an improvement could be ob- 
tained by creating an obstacle between the 
two surfaces. The extirpation of the motor or 
the sensory zone would expose us to the risk 
of grave functional disturbances and to tech- 
nical difficulties. It would be more advanta- 
geous to practice the excision of a strip of 
cortex behind and on both sides of the motor 
zone creating thus a kind of ditch in the tem- 
poral lobe. 


Thus topectomy was born. Its immediate 
goal was to put an end to verbal excitation, 
to a logorrhea, which for Burckhardt was 
the point of departure of delirious ideas. 
The minutes of the operations give us exact 
data on the surgical technique used. It was 
extremely simple. After a morphine in- 
jection, the patient underwent chloroform 
anesthesia. The skin was incised, the vessels 
tied, trepanation was performed at the 
place indicated with an instrument of a 
diameter of 2.8 cm. After opening the dura 


and the pia mater, Burckhardt took off the 
cortex a piece weighing about 1.5 g. Then 
he sutured. The operation had lasted from 
9:15 to 12 a.m. 

He kept a minute-book where he re- 
corded with his own hand his operations. 
Burckhardt sometimes performed several 
operations upon the same patient. He also 
took impressive photographs of his patients 
(Fig. 2). The place of operation is clearly 
visible. Fig. 3 shows the brain of a patient 
who had been operated and died later. It 
also clearly demonstrates the operatory 
lesion. It is amazing that operations per- 
formed with very simple instruments, in 
general did not produce dangerous hemor- 
rhages. Fig. 4 shows the instrument used by 
Burckhardt, which is still kept at Préfargier 
and which we reproduce with the kind per- 
mission of the present director, Dr. Riggen- 
bach. 

In certain cases Burckhardt had to oper- 
ate several times in order to come closer to 
his goal of interrupting transcortical con- 
nections. He was asked whether his results 
really justified an intervention which was 
not without dangers. He answered that in 
spite of the small number of cases and of 
favorable results, he felt the operation 
amply justified in view of the otherwise 
unavoidable psychological deterioration 
which awaited these patients. Burckhardt 
seems to have operated 6 or 7 persons. The 
exact number is not known. 

All patients were what we would call 
today chronic schizophrenics. On account of 
their constant excitation, aggressiveness and 
uncleanliness they had offered great custo- 
dial difficulties. Thus Burckhardt selected 
about the same type who was later sub- 
mitted to leukotomy. We know that 4 pa- 
tients became calmer after the operation, 
no longer needed isolation and were more 
accessible, Burckhardt himself did not speak 
of cures, but only of improvements. One pa- 
tient died as an immediate consequence of 
the operation. 

In 1890 he went to Berlin to a psychiatric 
meeting and communicated his results to a 
stupefied audience. The bomb had ex- 
ploded. He published in the following year 
his “Ueber Rindenexcisionen als Beitrag zur 
operativen Therapie der Psychosen” in the 
Allgemeine Zeitschrift fiir Psychiatrie, but 
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his report had been quoted and commented 
upon before in several medical journals. 

It is a strange fact that this sensational 
report concerning a daring therapeutic in- 
tervention was at the same time his last 
scientific accomplishment. A shadow fell 
upon his life and his activities. Bad luck 
and difficulties which we will not discuss 
here in detail pursued him. 

Why did Burckhardt not continue his 
experiments ? Why did he not operate other 
patients, though he had asked in his pub- 
lications, that his colleagues control and 
continue his experiments ? We do not have 
any direct answers to these questions. The 
fact that his immediate superiors felt un- 
easy with this bold operator might have 
been a factor. The death of one patient 
might have dampened his enthusiasm and 
made him more cautious. It is certain that 
the Swiss psychiatrists of the time were 
quite sceptical in regard to the value of his 
methods, judged them dangerous and there- 
fore did not use them. 

The death of his wife and of one of his 


sons, professional troubles, all contributed 
to his leaving Préfargier and retiring to 
Basle. There he became again director of a 
clinic for nervous diseases, the “Sonnhalde.” 
His death from pneumonia occurred in 
1907, shortly after his retirement from this 
post. Except for two reviews of works of 
Moebius and Goldscheider and a necrology 
of his old chief, Professor Schaerer, Burck- 
hardt did not publish anything after his 
paper on cortical excisions. Had he become 
afraid of his own daring which had driven 
him during his operations and which certain 
people had regarded as foolhardiness ? We 
don’t know. 

One thing is certain: Burckhardt’s name 
will always occupy a place of honour in 
the history of psychiatry, not so much be- 
cause by accident he found something 
which with a more refined technique be- 
came a universally known method, but be- 
cause he was a man who did not look at 
science as a form of recreation based on 
abstract theories, but as a necessary pre- 
paration for therapeutic action. 


One of the most important and influential 
figures in 18th-century medicine was Dr. 
William Cullen (1710-1790). Possessed of a 
thorough and varied medical education 
which included a medical degree from the 
University of Edinburgh, Cullen became 
Professor of Chemistry at the University of 
Glasgow in 1751. He later shifted to a 
similar position at Edinburgh, and there, 
at the age of 63, he was appointed Profes- 
sor of the Practice of Medicine. 

In this post he achieved wide fame as a 
dynamic and lucid teacher. The extent of 
his influence in medicine is generally ac- 
knowledged ; less recognized is his rela- 
tionship to psychiatric thought. His theories 


1 From the Department of Psychiatry of the New 
York Hospital (Payne Whitney Clinic), Cornell Uni- 
versity Medical College, New York, N. Y. 

2 This investigation was supported in part by a 
Research Grant (M-2146) and a grant for under- 
graduate teaching, from the National Institute of Men- 
tal Health, U. S. Public Health Service. 


DR. WILLIAM CULLEN ON MANIA 


ERIC T. CARLSON, M.D., anp R. BRUCE McFADDEN, A.B. }: 2 


in this field influenced such outstanding 
psychiatrists as Thomas Arnold and Wil- 
liam Pargeter in England, Vincenzo Chiaru- 
gi in Italy, and Philippe Pinel, who trans- 
lated one of his works for publication, in 
France. Nor was his influence confined to 
Europe ; Benjamin Rush, “the father of 
American psychiatry,” was among his stu- 
dents and he incorporated many of Cullen’s 
concepts into his own medical and psychi- 
atric thought. 

An understanding of the core of Cullen’s 
psychiatric thought can be attained by in- 
vestigating and clarifying his concepts con- 
cerning one type of mental illness, mania. 
In his nosography Cullen divided his gen- 
eral category of neurosis, or nervous disease, 
into four orders : comata, adynamiae, spas- 
mae, and vesaniae. Mania (and melan- 
cholia) fell into this last group, which 
Cullen defined as disorders of intellectual 
function, and therefore of judgment. The 
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distinguishing characteristics of mania were 
“violent anger, . . . furious violence, . . 
impetuous will, . . . false judgment, . . . 
mistaken opinion, . . . raving, . . . unusual 
force in all voluntary emotions, . . . insensi- 
bility or resistance of the force of all im- 
pressions, and particularly a resistance of 
the power of sleep, of cold, and even hun- 
ger.” 

Basic to Cullen’s psychiatric thought were 
his neurophysiological theories. In Cullen’s 
system, the brain (which was not complete- 
ly dependent on stimuli for its action) was 
an active organ producing a hypothetical 
nervous fluid which was the final product 
of certain constituents of the blood. Funda- 
mentally, the amount of nervous fluid in 
the body determined the amount of nervous 
energy available, and the amount of nervous 
energy in turn ultimately determined the 
health and disease states of the body. Cullen 
thought that the amount of energy was de- 
pendent not only on nervous fluid, but also 
on the state of the brain fibers and on more 
general factors such as the age of the in- 
dividual, his hereditary background, and 
the state of his physical and mental health. 
The condition of the nervous fluid (a newer 
term for a concept closely akin to Galen's 
“animal spirits”) was obviously dependent 
on the state of the circulatory system ; it 
was also dependent on the state of the or- 
gans, since, in Cullen’s concept of “sym- 
pathy,” the brain could affect, or be affected 
by, certain organs of the body (primarily 
the stomach, the genitals, and the uterus). 

Cullen strove to discard the concepts of 
the ancients and to modernize medical 
theory. For this reason, although he ac- 
knowledged his debt to the chemical and 
mechanistic concepts of Herman Boerhaave 
(1668-1738), he condemned Boerhaave for 
his negiect of the nervous system. Cullen’s 
approach to medical theory was largely 
physiological and mechanistic, but he too 
strayed from the path of pure mechanism 
when, in discussing the relationship be- 
tween the brain and the mind, he was 
forced to bring in the immaterial interces- 
sion of God. He rebuked Friedrich Hoff- 
mann (1660-1742) also, because, although 
Hoffmann had stressed the significance of 
the nervous system, he had not accorded it 
its rightful pre-eminence in his system, to 


the exclusion of the ancient humoral the- 
ories. Cullen himself, however, retained 
some traces of ancient doctrine : he adopted 
some of Hoffmann’s concept of spasmodic 
tension versus atony, which was only a mod- 
ification of the ancient methodistic doctrine 
of strictum et laxum of Asclepiades. 

Also relevant to understanding Cullen’s 
physiology is an awareness of his accept- 
ance of the Greek concept of vis conserva- 
trix et medicatrix naturae. By this term he 
meant the tendency of the body to resist 
any untoward change, specifically, to re- 
sist any increase or decrease in the store of 
nervous energy. In this doctrine Cullen ap- 
proached the concept of animism of Georg 
Ernst Stahl (1660-1734), but he rejected 
Stahl because his concepts were immateri- 
al ; Cullen felt that this phenomenon was a 
purely physical force, dependent on physi- 
cal laws. 

The causes of mania were various but 
primarily physiological. Cullen believed 
that an organic lesion of the brain could 
interfere with brain energy, and cited Mor- 
gagni’s assertion that post mortem examina- 
tons revealed brain damage in maniacs. In 
cases where no lesions were found Cullen 
suggested that certain “morbid” changes 
might have taken place which passed un- 
noticed by the dissector. Irritations of the 
peripheral nervous system as well as such 
emotions as anger could increase the total 
nervous excitement and therefore lead to 
mania. Other factors affecting the course 
and outcome of mania were related to Cul- 
len’s concepts of temperament, which were 
ancient in origin. According to Cullen, the 
form of mania affecting persons of a “san- 
guine” temperament was much less serious 
and more amenable to treatment than the 
form striking persons of a “melancholic” 
temperament. Unfortunately, Cullen ob- 
served, mania occurred more frequently in 
persons of the latter disposition. 

In all cases, however, the general meas- 
ures taken to treat insanity were directed at 
(a) removing the physical and emotional 
causes of the nervous excitement, and (b) 
lessening the excitement already present. In 
accord with this scheme Cullen recom- 
mended that violent maniacal persons be 
subject to complete restraint and confine- 
ment. Both to calm the patient and to fa- 
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cilitate further therapy, Cullen suggested 
that a strait waistcoat be used as a restrain- 
ing device, and that confinement take place 
in a dark, quiet room away from all familiar 
objects and acquaintances. This latter pre- 
caution was intended to preclude any strong 
emotional reaction to familiar objects, since 
such a reaction would serve only to increase 
the excitement and to complicate the course 
of the disease. 

Since fullness of the blood vessels con- 
tributed to the general nervous excitement 
and since this excitement could produce 
insanity, evacuation of the body fluids was 
an important therapeutic instrument. Con- 
sequently, Cullen recommended _blood- 
letting, purging, vomiting, and blistering. 
Shaving the head, applying cold to it, and 
throwing the patient suddenly into a cold 
bath were also thought helpful. Another 
method of restricting the amount of energy 
available to the system was to feed the 
patient a non-nourishing diet. Drugs, es- 
pecially opium, could also be effective in 
limiting nervous energy by calming the ex- 
citement in the central nervous system. 
(Opium was considered a two-edged thera- 


peutic sword, however, because it also acted 
as a stimulant to the circulation, increasing 
the amount of energy available to the cen- 
tral nervous system and consequently in- 


creasing the excitement. So Cullen felt it 
was safe to use only when the excess ex- 
citement arose primarily in the nervous 
system. ) 

What seems to us now as some of Cul- 
len’s harshest treatment resulted from his 
theory that fear reduces the amount of nerv- 
ous excitement. According to this thinking, 
awe and fear were essential in the treatment 
of insanity even if “stripes and blows” were 
necessary to produce this emotional state 
in the patient. Cullen did recognize that 
there was a thin line between instilling fear 
in a patient and simply punishing him with- 
out reason, and recommended that blows 
be used only when necessary and only un- 
der the discretion of someone who could 
be trusted. 

Non-medical treatment played a small 
part in Cullen’s approach to the maniac. He 
felt that hard and constant labor could be 
useful since it would divert the mind from 
its injurious train of thought. For this same 
reason he suggested extended journeys and 
other means of distracting the maniac’s at- 
tention. 

Thus, in building a theory on medical 
hypotheses, Cullen provided the rationale 
for the strong and vigorous treatment which 
to our contemporary minds seems primitive 
and brutal. 
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COMMENTS 


DR. JOHN CONOLLY’S CROONIAN LECTURES 1849 


Dr. C. R. Birnie, Physician Superintend- 
ent to St. Bernard’s Hospital, Southall, has 
made a fine contribution to World Mental 
Health Year by having reprinted in book 


form the Croonian Lectures delivered by , 


Dr. Conolly before the Royal College of 
Physicians, London, on some of the forms 
of insanity and their treatment. 

These lectures were delivered in 1849 ; 
they appeared in the Lancet in October 
and November of that year and also in a 
small privately printed edition. The latter 
is now virtually unobtainable. Even as early 
as 1859, Dr. Lockhart Robertson com- 
plained in the Journal of Mental Science 
that these lectures in their separately pub- 
lished form “are hardly now to be had.” Dr. 
Robertson added that they “contain in the 
most perfect English a long way the best 
description of the several forms of insanity 
in our language.” 

Dr. Conolly, who gained world wide 
fame for his humane treatment of mental 
patients, is perhaps best remembered for 
having abolished all forms of mechanical 
restraint. He was appointed Resident Physi- 
cian to Hanwell Asylum June 1, 1839. “After 
20th September of the same year,” Dr. 
Birnie reports in his informative preface to 
the 1960 edition of the Croonian Lectures, 
“there was never an instrument of restraint 
used—John Conolly had swept them all 
away.” It was true the humanitarian move- 
ment was already under way and non- 
restraint had been practised both in Eng- 
land and France, but Conolly “was the 


first to abolish such restraint entirely and 
on such an extensive scale in a public 
asylum, and it was a cardinal principle with 
him that it should never, in any circum- 
stances, be employed. His fervor and enthu- 
siasm were such and his written and spoken 
word so powerful, that, during his twelve 
years at Hanwell, a revolution was effected 
in the treatment of the insane in Britain. 
Hanwell acquired an international reputa- 
tion and visitors to the asylum came from 
far and wide.” 

Dr. Birnie gives an interesting sketch of 
the life of John Conolly. For four years he 
was professor of the practice of medicine at 
University College, London. Two other 
items are of special note. He had practised 
several years at Stratford-on-Avon and “was 
active in organizing successful opposition 
to the proposed removal thence of Shakes- 
peare’s remains.” He was also associated 
with Sir Charles Hastings in founding the 
medical society which became the British 
Medical Association. Sir Charles has told 
the fascinating story of the birth and career 
of the B.M.A. and the B.M.J. in a recent 
volume. 

Concerning the new reform presently 
under way in Britain, Superintendent 
Birnie aptly remarks that in one respect 
the removal of “environmental restraint” 
(locked ward-doors) is a logical extension 
of Conolly’s own non-restraint system. 

The present 85-page reprint of the Croon- 
ian Lectures contains an excellent portrait 
of John Conolly, M.D., D.C.L. (1794-1866). 
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Editor, Tue AMericaNn JouRNAL oF Psycut- 
ATRY : 

Sm : I must confess I was grieved to dis- 
cover this evening in an accepted American 
textbook of psychiatry, in the space of one 
paragraph, four references to “the ego” 
as “it.” I think it unfortunate that so human 
a trait as “the ego” should be saddled with 
so mechanistic a pronoun as “it.” I would 
like to suggest three other—and I think, 
better—solutions. 

In the first place we might say “the ego, 
he .. .” This imparts a certain human qual- 
ity, possibly with a Teutonic flavor, suggest- 
ing masterfulness, power and also pride. It 
certainly seems more positive than “it.” 

Should that not strike our fancy, we might 
say, “the ego, she.” Ships are so designated, 
and with affection. Based on current con- 


cepts of the importance of early mother- 
child relationships, the feminine gender 
may, in fact, be more accurate, not to 
mention a certain nostalgia of affection and 
warmth. 

A last resort would be to abandon the 
idea that “the ego” was either “he,” “she,” 
“it”—or even “they.” That might lead to 
the realization that ego is not a “thing” but 
a manner of designating certain psychologi- 
cal processes. We might even get into the 
habit, instead of saying “the ego,” of saying 
“ego functions” or “ego processes.” Perhaps 
this is too much to hope for, and, if so, the 
“he” or “she” would seem preferable to the 


“as, 


it. 

Myron G. Sandifer, Jr., M.D. 
North Carolina Hospitals, 
Raleigh, N. C. 


TWO EARLY REPORTS ON THE EFFECTS OF 
SENSORY DEPRIVATION 


Editor, Tue AMERICAN JOURNAL OF Psycut- 
ATRY : 

Sim : The recent publication of 3 reviews 
(1, 2, 3) and 2 research studies(4, 5) will 
suffice to attest to the significance of the 
effects of the reduction of sensory stimula- 
tion upon physical and physiological, 
psychiatric and psychological variables : 
several additional experimental reports may 
be found in the April, 1960, issue of this 
Journal. Studies of psychiatric disturbances 
following cataract extraction(6) and hear- 
ing loss(7) also appear relevant to this 
problem. Neither the reviews nor any of 
the research studies which I have examined 
note the following reports published shortly 
after the turn of the century. 

Clouston(8) in a chapter entitled “Rarer 
and Less Important Clinical Varieties of 
Mental Disturbance” summarizes his ex- 
perience with individuals who became 
blind or deaf by noting that 


It seems as if they were so cut off from social 
intercourse and the outer world by their deaf- 
ness that their subjective experiences became 
objective realities to them. In the case of all 
men the senses correct many “delusions, and 
the impressions from the senses streaming in on 
the mental areas from the outer world are the 
best preservatives of mental health” (p. 666- 
667). 


Although it is difficult to evaluate the rela- 
tive effects of sensory deprivation per se, 
as opposed to the psychological effects of 
the loss of vision or hearing, the conclusion 
Clouston reaches is quite sophisticated. 

An article by Bolton(9) is also surprising 
in this regard. Bolton reports on 10 cases of 
“dementia following sense deprivation” (6 
male, 4 female) whose deprivation was 
either congenital or acquired and included 
hearing, vision or both. He discusses the 
difficulties in psychological development at- 
tendant upon sensory deficit and empha- 
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sizes the role of language and perceptual 
processes. Bolton summarizes as follows : 


In persons who acquire sense-deprivation later 
in life, the mental stress involved on the one 
hand in the sense-disability, and on the other in 
the more or less unsuccessful attempts to revive 
the related memories which tend to pass more 
and more into the permanently sub-conscious, 
or to replace the absence of these memories by 
the integration of percepts and concepts on an 
unusual sensory-memorial basis, often, or per- 
haps invariably, results in the development of 
irritability, or depression, or general emotional 
instability. 


In this case we see that the author is 
aware of the possible confounding effects 
of the loss of a sense modality over and 
above the secondary, sensory deprivation, 
effects. 

Jack Arbit, Ph.D., 
Northwestern University 
Medical School, 
Chicago 11, Ill. 
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THEN AND NOW AND THEN 


The philosophies of one age have become the absurdities of the next, and the 
foolishness of yesterday has become the wisdom of tomorrow. 


OsLER 


Zu schauen wie vor uns 
Ein weis ser Mann gedacht, 
Und wie wir’s dann zuletzt 
So herrlich weit gebracht 


—GOETHE 
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Tue Trrus Harris Socirery.—The depart- 
ment of neurology and psychiatry of the 
medical centre of the University of Texas 
was established in 1926, with Dr. Harris, 
assistant professor of medicine, as head. In 
1930 his department was certified by the 
American Board of Psychiatry and Neu- 
rology as a graduate training centre, and 
since that date he has supervised the train- 
ing of 164 psychiatrists. 

These men constitute the newly-founded 
Titus Harris Society, nearly 150 of whom 
gathered in Galveston for the first reunion 
and scientific meeting of the society, Sep- 
tember 17, 1960. An all-day scientific session 
was followed by a dinner at the Galveston 
hotel honouring Dr. and Mrs. Harris. 

Dr. Abe Hauser of Houston, Dr. Harris’ 
first graduate and president of the society, 
stated that annual meetings are to be held in 
various Texas cities. 


Tue Paracetsus Mepa.—At the XIVth 
General Assembly of the World Medical 
Association and 63rd Deutsche Aerztetag 
convening in West Berlin Sept. 16, 1960 
three doctors were awarded the Paracelsus 
Medal. 

This award was established in 1952 as the 
highest honour bestowed by the Deutsche 
Aerztetag (German Physicians Day) in 
recognition of highly important contribu- 
tions to medical science and service. 

The physicians so honoured were: Dr. 
Curt Emmerich of Baden-Baden for the 
memorial he established to the reputation 
of the medical profession in his book The 
Invisible Flag wherein he demonstrated that 
doctors everywhere throughout the ages, 
under the obligation of the Hippocratic 
oath, have worked to protect life and reduce 
human suffering. This book has been pub- 
lished in 8 languages. 

Dr. Walter Stoeckel of Berlin, Professor 
of obstetrics, gynecology and urology, for 
his great contributions to medical science, 
practice and literature. When during the 
war, which overtook him in his advancing 
years, he endured the trials resulting from 
the destruction of his clinic, he devoted him- 


self faithfully to the principles of duty and 
labored for the safety and welfare of his 
patients. 

Dr. Louis H. Bauer of New York City, 
Secretary General of the World Medical 
Association, in recognition of his services to 
the medical profession of the world, in up- 
holding the freedom and honour of the pro- 
fession in scientific, social, and economic 
relations ; and particularly for his valuable 
work in the administration of the global 
organization of the doctors of the world 
and his friendship toward the German phy- 
sicians. 


Resss-Davis Ciinic For GUIDANCE 
(Los ANGELEs).—The Clinic will hold its 
seventh annual Institute of Child Psychi- 
atry on November 12, 1960, at the Am- 
bassador Hotel, Los Angeles, California. 
This meeting is offered to pediatricians and 
general practitioners in the Southern Cali- 
fornia area. Program this year will have 
Dr. Fritz Redl, President Elect of the Amer- 
ican Orthopsychiatric Association, as guest 
speaker. Theme of the meeting will be “The 
Hyperactive Child.” 

For further information write to the 
Reiss-Davis Clinic for Child Guidance, 
Rocco L. Motto, M.D., Director, 715 North 
Fairfax Avenue, Los Angeles 46, California. 


U. S. Pustic Heattu Courses EMer- 
GENCY Service.—Four national courses to 
train medical and health personnel for 
emergency services will be held during the 
current fiscal year by the U. S. Public 
Health Service and the Office of Civil and 
Defense Mobilization. 

All courses cover basic civil defense con- 
cepts, current information on_ biological, 
chemical, and radiological warfare, and 
community disaster planning. Emergency 
services training includes the setup and op- 
eration of a Civil Defense Emergency Hos- 
pital, treatment of water to make it safe for 
use, decontamination of food and milk, mass 
casualty care, and medical self-help. Facul- 
ty will be comprised of governmental and 
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nongovernmental experts in the respective 
fields. 

Tuition and housing and approximately 
one-half the necessary travel expenses can 
be provided without cost to students. 

Further information on training courses 
and other Health Mobilization activities 
may be obtained from State Health Depart- 
ments or Civil Defense Offices, or from Re- 
gional Offices of either the Department of 
Health, Education and Welfare or Office of 
Civil and Defense Mobilization. 


ArMepD Forces Forensic Sciences Sym- 
PostuM.—The second Forensic Sciences 
Symposium, to discuss problems of mutual 
interest to medical, legal and law enforce- 
ment officers in the Armed Forces, other 
governmental agencies and the civilian com- 
munity, will be conducted at the Armed 
Forces Institute of Pathology, Washington, 
D. C., November 8-10, 1960. The symposi- 
um will be composed of lectures, panels, 
and demonstrations of the scientific methods 
used in criminal investigations. 

Among the topics included are “Finger- 
prints and Footprints,” “The Role of the 
Armed Forces in Criminal Investigations,” 
“Forensic Pathology Cases,” “Instrumental 
Deception Detection,” “Psychiatry and the 
Law,” “Rape and Sex Offenses,” “Drug Ad- 
diction,” “Toxicology,” “Firearms Identifi- 
cation and Wound Ballistics,” and “Court 
Testimony and Presentation of Evidence.” 

A limited number of spaces for civilians 
are available, and interested civilian physi- 
cians, lawyers and law enforcement person- 
nel should submit requests for attendance 
to: The Director, Armed Forces Institute 
of Pathology, Washington 25, D. C. 


University oF CALIFORNIA SyMPOsIUM, 
“CONTROL OF THE Minp.”—Some of the most 
distinguished international scientists and 
scholars will take part in a 3-day symposi- 
um on “Control of the Mind” January 28- 
30, 1961 at the University of California 
Medical Center in San Francisco. 

Presented by the U. C. Medical Center 
and University Extension through the finan- 
cial assistance of the Schering Foundation, 
the program will feature a broad inter- 
disciplinary approach, surveying “the fac- 


tors in the control of the mind and how 
they interact with each other.” 

Topics included: psychopharmacology, 
psychologic, sociologic, and historical fac- 
tors, religion, mass communication, politi- 
cal philosophy, and other related subjects. 

Further information and application for 
enrollment may be obtained from the De- 
partment of Continuing Education in Medi- 
cine, University of California Medical Cen- 
ter, San Francisco 22, California. 


A NationaL Center ror Heartn Sta- 
tistics.—This center has been established 
in the U. S. Public Health Service to bring 
together the major PHS activities concerned 
with measurement of the health status of 
the Nation and identification of significant 
associations between characteristics of the 
population and health-related problems. 

Initially it has two Divisions : the U. S. 
National Health Survey, and the National 
Office of Vital Statistics. It will supplement 
but not supplant the statistical work asso- 
ciated with particular Public Health Serv- 
ice programs, and which will continue as 
integral parts of those programs. 

Dr. Forrest E. Linder, who has been Di- 
rector of the National Health Survey since 
its inception in 1956, is Acting Director of 
the new unit. 

The Center will have a staff unit for sta- 
tistical programming, for data processing 
expertise, to encourage maximum use of 
improved techniques in health statistics 
collection and analysis, and to make techni- 
cal assistance available to other workers in 
this field. 

Another staff unit, for health trends analy- 
sis, will analyse and interpret health and 
vital statistics from a variety of sources. 


Winter SEMINAR IN GENERAL SEMANTICS. 
—The 23rd winter intensive seminar will be 
held in the Barbizon-Plaza Hotel in New 
York City, Dec. 27, 1960-Jan. Ist, 1961. O. 
R. Bontrager, Ph.D., a former student of 
Count Korzybski, will conduct the seminar. 

Enrollment limited to 25. Tuition $100.00. 

Information may be obtained from the 
Institute of General Semantics, Lakeville, 
Connecticut. 
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University or PrrrspurcH REHABILITA- 
TION TrRAINING.—A new Rehabilitation Coun- 
selor Training Program at the University of 
Pittsburgh has been authorized by the U. S. 
Office of Vocational Rehabilitation. Candi- 
dates accepted in January, April, and Sep- 
tember of any year. Stipends range from 
$1,800 to $3,400; for information write to 
Dr. L. Leon Reid, Dept. of Special Educa- 
tion and Rehabilitation, University of Pitts- 
burgh, Pittsburgh 13, Pa. 


SaLmMon Lecrures.—The annual Thomas 
William Salmon Lectures, the preeminent 
American psychiatric lectureship, will be 
delivered on Monday, December 5, at the 
New York Academy of Medicine, 2 East 
103rd Street, New York, at 4:30 P.M. and 
8:30 P.M. 

The 1960 lecturer will be Harry F. Har- 
low, Ph.D., Research Professor at the Uni- 
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versity of Wisconsin since 1930. During the 
war Dr. Harlow was on leave from the Uni- 
versity of Wisconsin to serve as Chief Psy- 
chologist for the U. S. Army. 

Much of Dr. Harlow’s work in the past 30 
years has dealt with the behavior of rhesus 
monkeys. He has analyzed the nature and 
development of their learning and in the 
Salmon Lectures he will discuss first “The 
Affection of the Infant for the Mother,” and 
in the evening he will discuss “Affection 
Between Infants and Adolescents.” 

The Salmon Lectureship, established in 
1932, is under the aegis of the Salmon 
Committee on Psychiatry and Mental Hy- 
giene. The committee is appointed by the 
Council of the New York Academy of Medi- 
cine. The lectures, for the advancement of 
psychiatry and mental hygiene, are de- 
signed as permanent contributions to the 
field of medicine and will be published 
later in book form. 


“WHAT IS TRUTH ?” 


If fifty million people say a foolish thing, it is still a foolish thing. 
—ANATOLE FRANCE 


AND SENECA 


He can die who complains of misery; we are in the power of no calamity while death 
is in our own, 


—Sm THomMas BROWNE 
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ApoLescent AccrEssion. A Stupy OF THE IN- 
FLUENCE OF CutILp-TRAINING PRACTICES 
AND Famity INTERRELATIONSHIPS. By AIl- 
bert Bandura and Richard H. Walters. 
(New York : Ronald Press, 1959, pp. 473. 
$7.50. ) 


This is a study by two psychologists of the 
origins of aggression in adolescents. The data 
were obtained from interviews with 52 ad- 
olescent boys and their parents. Twenty-six 
were “aggressive boys.” Most of them’ were 
secured through the county probation serv- 
ice ; the others from the guidance department 
of the school. Some of them were in custody 
at the time of the study, the rest were on 
probation. A few had been in correctional 
institutions. Their ages ranged from 14 to 17. 

A control group of 26 was selected as being 
“neither markedly aggressive nor markedly 
withdrawn.” They were matched with the 
aggressive boys with respect to age, intelli- 
gence, father’s occupation and area of resi- 
dence. In addition to the interviews each boy 
was given a “thematic deviation test” com- 
posed of 10 pictures indicating aggressive 
situations and a “story completion test” com- 
posed of 8 stories. 

The bulk of the book consists of abstracts 
of material obtained and of statistical evalu- 
ations. A main finding relates to the importance 
of the “dependency conflict” and “dependency 
anxiety” as it relates to aggression. An overall 
view of the characteristics of aggressive boys 
is presented, stressing such attributes as open 
antagonism to authority, a feeling of being 
rejected by parents, affection for their mothers 
coupled with resentment against their fathers 
and confusion of sex and aggression. 

The book contains a number of instructive 
comments. It lays great emphasis on any dis- 
ruption of the father-son relationship. The 
authors explain the neglect of this in the 
literature by the fact that the mother is 
usually “the more accessible parent.” They 
offer valid criticism of the too schematic dis- 
tinction between psychopathic and neurotic 
delinquents. They point out that the phe- 
nomenon of recidivism, for example, is as- 
sumed to indicate in neurotic children severe 
feelings of guilt ; in those called psychopathic, 
on the other hand, the same phenomenon is 
apt to be regarded as evidence of an inability 
to form just such feelings of guilt. 

As a whole, this book is of great importance 
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because it so well illustrates a trend in behavior 
research which is currently fashionable and 
subsidized by foundations. Despite its appear- 
ance to the contrary, this trend is essentially 
unscientific, furnishes results that are invalid, 
and is socially evasive. Since in this respect 
this book is typical, a few of its shortcomings 
should be at least briefly mentioned. 

The authors speak of “interviews of a semi- 
structured type.” This is nothing but the much 
used and abused questionnaire method which 
is so different from—in fact practically the op- 
posite of—a clinical psychiatric examination. 
The ratings were done by undergraduate psy- 
chology students. They were based on rating 
scales which again give the impression of 
scientific accuracy but which are subjective and 
unlifelike abstractions. For example, this scale 
is used as a “measure” of the extent to which 
parents encourage their sons to seek help from 
them: 1) not at all permissive ; 2) slightly 
permissive ; 3) parents expect boy to work out 
things for himself ; 4) generally permissive ; 
5) entirely permissive. Such primitive categori- 
cal classifications inevitably vitiate statistics 
based on them. 

The entire approach is essentially unclinical. 
Explanations and _ interpretations are not 
enough unless there is a clinical organization of 
the material. Aggression is a term used general- 
ly and in this book with considerable am- 
biguity. In the development of Freud’s thought 
it played a great role, being regarded originally 
as sadism, a part of sexuality. Later it was used 
by Freud interchangeably with destruction. 
Now it often serves as a cover word for dif- 
ferent phenomena. The authors say that they 
specifically avoid the term delinquency. Their 
material, however, consists of delinquents. By 
the term “anti-social aggression” the authors 
mean “injury to persons or property.” They 
make frequent reference to anger, hostility, 
combativeness, “undersocialized aggressive- 
ness,” “violent aggression,” etc. All of these 
attributes may be manifestations of very dif- 
ferent psychological processes. 

The word guilt is used as if it meant feeling 
of guilt. One is an objective fact, the other 
subjective. Both are important, but they are 
not the same thing. 

A monotype standard of personalities is 
assumed. The idea of comparing a control 
group in such an intricate field is dubious. The 
differences in family situations, in social and 
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economic status, etc. may be so decisive that 
no statistical refinement can overcome the 
errors contained in the data. 

There is an inherent assumption that all 
data excluded are irrelevant. What appear as 
concrete statistical results are reay statements 
based on an arbitrary reduction of factors and 
arbitrary sampling. Clinical judgment should 
come first, and statistics afterwards, not the 
other way around. 

The authors make the basic assumption that 
by their method the possible influence of 
“sociological factors was reduced or eliminated 
from the start.” Thus they exclude the socio- 
logical dimension which is so important for any 
understanding of either adolescence or aggres- 
sion (however defined). 

The shortcomings of this book form a typical 
pattern. Some day a foundation should finance 
research to find out why foundations finance 
this type of research. 

Frepric WERTHAM, M.D., 
New York, N. Y. 


PsYCHIATRISCHE UND NERVENKLINIK. By Kurt 
Kolle. (Stuttgart: Georg Thieme Verlag, 
pp. 252, 1959.) 

Following the example of Kraepelin whose 
second successor in the chair of psychiatry at 
the University of Munich the author is, Kolle 
describes the case histories of 187 psychiatric 
and neurological patients as they were pre- 
sented and discussed in his clinical lectures to 
undergraduate students. As he states in the 
preface, his main intention in writing his book 
was a didactic one. However, the commentaries 
which accompany the individual case presenta- 
tions have a high scientific standard. The 
nosological system followed in these lectures is 
that of Kraepelin. Phenomenological psycho- 
pathology as represented by Jaspers and his 
teachings is closely interwoven. Another aim 
of Kolle’s book is to promote neuropsychiatry 
and its central position in medicine. The in- 
dividual cases covering the whole field of psy- 
chiatry are described in a vivid and lucid 
fashion. Each lecture is introduced by a short 
quotation from Goethe’s writings whose great 
admirer and diligent student the author has 
been all his life. 

V. A. Krat, M.D., 
McGill University. 


Way Marriaces Go Wronc. By James H. S. 
Bossard and Eleanor Stoker Boll. (New 
York : The Ronald Press Company, 1958, 
pp. 224. $3.50.) 


In an easily readable volume the authors 
discuss certain of the social factors which con- 


tribute to unsuccessful marriages. They de- 
scribe in an astute and entertaining manner 
how the individuals of diverse cultural, 
economic, and religious backgrounds may 
marry due to the American emphasis on ro- 
mance and individualism. They emphasize 
that our high divorce rate is a result of a 
conflict due to these rapidly changing cultural 
elements. 

The content of an otherwise thoughtful 
book is marred by a dismissal of psychiatric 
thought on the subject. They claim that the 
psychiatrist takes into consideration only the 
individuals in marriage without regard to socio- 
logical variables. A review of current psy- 
chiatric literature would indicate that their 
criticism is an unjust one. 

For the reader who already has knowledge 
of personality factors affecting marriage re- 
lationships this book will iacrease his under- 
standing of some of the current broader 
social factors which also lead to marriage 
failure. 

H. Warxwaicat, M.D., 
Cornell University Medical College, 
The New York Hospital, N. Y. 


PHARMACOLOGY IN Mepicine. Edited by V. A. 
Drill. (New York : McGraw-Hill Book Co., 
Inc., Blakiston Division, 1958, pp. 1243. 
$19.50.) 


This textbook of pharmacology is one of 
the best I have read. It is impossible to review 
in detail the excellent discussion of pharma- 
cological theory and practise for a journal 
of psychiatry. I have therefore given particu- 
lar attention to the sections which are more 
interesting to the eclectic psychiatrist. Dr. 
Drill has chosen a most competent group (86) 
of scientists including 24 who are not pro- 
fessors of pharmacology, to cover the subject. 
It is divided into 19 sections containing 88 
chapters. 

There are a couple of statements with 
which one could quarrel. McIntyre in chapter 
12 states “the use of curare in ECT has been 
considerably reduced.” To the contrary, many 
psychiatric units routinely use modified ECT 
to the degree that there was recently a law- 
suit in England by a patient who had received 
unmodified ECT against his psychiatrist for 
having not used some curare-like substance. 
Secondly, in chapter 16 entitled “The Alcohols,” 
it is said “the chronic alcoholic . . . is distressed 
and upset without the euphoria produced by 
alcohol in his system.” I do not find euphoria 
in the alcoholics I have treated. They continue 
to drink very oftea because of the great dis- 
tress they experience when sober. 
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In chapter 25, W. C. Wescol in reviewing 
the autonomic nervous system reports that 
epinephrine is oxidized to a quinone adrenox- 
ine. Adrenoxine was postulated as an oxidation 
product of epinephrine but has never been 
crystallized. On the other hand, adrenochrome 
is a well known quinone derived from epine- 
phrine and can now be easily synthesized as 
stable crystals. Drill (chapter 65), in his 
discussion of lipid metabolism does not refer 
to nicotinic acid which provides the most 
practical way of lowering cholesterol levels 
in humans according to numerous authors 
publishing since early 1955. 

These are, however, minor criticisms and 
are more than compensated for by the great 
value of this work. I was particularly impressed 
by chapter 24 “Drugs Affecting Behavior” by 
P. B. Dews, not only because such an account 
appears in a textbook of pharmacology but 
because of its excellence. The material is 
treated in a logical way by starting with a 
discussion of the parasympathetic system and 
its mediator acetylcholine, then the sympa- 
thetic nervous system and 3 amines, nore- 
pinephrine, epinephrine and isopropyl nore- 
pinephrine. Finally there is a discussion of 
serotonin which can modify brain function 
but has no proven physiological relationship. 
The assumption behind this chapter is that 
a knowledge of these chemical moderators 
will be helpful in the consideration of psy- 
chotomimetic drugs like LSD and mescaline. 
Finally drugs used by psychiatry are divided 
into psychomotor stimulants such as cocaine, 
amphetamine, pipradol, etc., tranquilizers such 
as cholorpromazine, and the Rauwolfia drugs 
and milder compounds such as meprobamate 
and azacylanol. These compounds have de- 
veloped so quickly many of the new ones 
used today are not listed. 

Chapter 19 on “Drug Addiction” by M. H. 
Seevers is particularly well done. Dr. Seevers 
is disturbed by the irrational way in which 
society deals with the problem. “It has sur- 
rounded the addict with an aura of mystery 
and assigned him to the criminal class. A 
medical problem has been turned over to the 
criminologist. The very laws designed to pre- 
vent the situation assure its perpetuation by 
creating bootleggers and peddlers. The in- 
dividual is not an addict because he is a 
criminal—he is a criminal because he is an 
addict.” Alcohol, by far the most addicting 
drug of all, qualitatively and quantitatively by 
any acceptable definition of the term is ac- 
cepted by society. According to Seevers (and 
this opinion is shared by many authors who 
have studied the problem) mescaline, the most 


active alkaloid psychologically in Peyote, is 
not an addicting drug. No peyotist has ever 
applied or been admitted to the U. S. Public 
Health Service Hospital at Lexington. (Peyote 
can be used in Canada only by medical 
prescription. ) 

This book should be easily available to psy- 
chiatrists, for no matter what their orientation, 
they are using drugs more and more and they 
will be better therapists when they know some- 
thing of the biochemistry and pharmacology of 
their compounds. 

A. Horrer, Px.D., M.D., 
Director, Psychiatric Research, 
University Hospital, 
Saskatoon, Canada 


Tue Famity Contemporary Socrety. The 
Eastern States Health Education Confer- 
ence. Edited by Iago Galdston, M.D. (New 
York: International Universities Press, Inc., 
1958, pp. 147. $3.00.) 


The 9 papers in this volume were presented 
in 1957 in a conference on the family spon- 
sored by the New York Academy of Medicine. 
The purpose: to bring together workers on 
“practical” problems of the family-oriented 
health education and investigators of “theoreti- 
cal” problems of the family. However, the 
published volume gives little hint of how such 
studies may be of value to health educators. 
The two papers dealing directly with health 
education practices appear, in relation to the 
rest of the volume, to be floating unmoored in 
a foreign sea. 

Most of the papers, however, are of con- 
siderable interest for psychiatrists and be- 
havioral scientists. Marvin Opler presents an 
admirable, concise but information packed, 
review of anthropological studies of cultural 
variation in the form of families. This paper 
joins well with a discussion by John Spiegel of 
his comparative study of Irish-Catholic and 
Protestant old American families in the Boston 
area. Spiegel notes that subcultural variations 
in family patterns make it impossible to 
describe a standard pattern of family life in 
the United States. He develops the view that 
the homeostatic mechanisms of stability within 
the family, and their relative breakdown in 
“sick” families, must be defined in terms of the 
particular subcultural pattern of the family. 

Nathan Ackerman describes vividly a picture 
of the white middle-class urban American 
family and its especial emotional vulnerabil- 
ities. He regards the contemporary, “peculiar 
disharmony of the individual’s relations with 
urban society” as tending to throw each in- 
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dividual back upon his family group for re- 
assurance as to his lovableness and worth, into 
a compensatory and often maladaptive family 
“togetherness.” Other papers of psychiatric 
interest include a preliminary report by Wil- 
liam Westley of a study of the families of 
emotionally healthy adolescents and a review 
by Paul Glick of the great variety of changing 
socioeconomic characteristics of American fam- 
ilies. 
LyMaNn C. Wynne, M.D., Pu.D., 
National Institute of Mental Health, 
Bethesda 14, Md. 


Das ZENTRAL-NERVENSYSTEM ALS SYMBOL DES 
Ertesens. (The Central Nervous System 
as a Symbol of the Modes of Experiencing. ) 
By F. S. Rothschild. (Basel, New York : 
S. Kargar, 1958, pp. 142. sfr. 27.) 


Communication through symbolization is an 
elementary capacity of life and not of man 
alone. To the degree to which a living or- 
ganism expresses itself through symbolism 
and, through this symbolic communication, is 
able to become aware of itself in time and 
space, it not only lives (biologically) but also 
experiences (psychologically). The German 
“Leben” refers to the vital or bodily aspects of 
life, whereas “Erleben” expresses the psychic- 
spiritual (seelisch-geistig) aspects. “Erleben” 
roughly describes what we ordinarily call 
psychic ; it results through the translation of 
the “vital layer” via symbolizations. 

In paraphrasing the author, his central thesis 
is this : The role of the central nervous system 
is to make “Erleben” from merely “Leben” 
possible and it does so by way of symbol pro- 
duction and by being symbolic in its very 
structure. On this structure, both micro- and 
macroscopic, depends what kind of “Erleben” 
the organism will be capable of. Animal life 
has in the course of evolution developed sym- 
bolic structures, through the aid of which it 
can become aware of itself and is able to re- 
late to itself. “Leben” understands _ itself 
through “Erleben.” This “Erleben” is structure- 
bound ; it depends upon a specific organiza- 
tion or configuration of the excitations in the 
CNS. These excitations can be understood and 
interpreted by the living organism becuse of 
their symbolic nature. The structure ot these 
excitations in the CNS (with their dimensions 
in time and space) constitute the symbolic 
medium p wile which the structures of reality 
(with their dimensions in time and space) 
are interpreted. 

The author reviews and discusses current 
concepts and solutions to the body-mind prob- 


lem and the hypotheses in regard to the func- 
tion of the brain. He feels that earlier animistic 
and mechanistic approaches can be overcome 
by looking at the brain structure and function 
as a symbol-system. His theory provides a new 
way of looking at the body-mind problem, 
avoiding both the artificial dichotomies and the 
logical pitfalls inherent in the monistic views. 
He marshals his facts in a clear, scholarly 
fashion. He is a phenomenologist par excellence 
and the breadth of his knowledge is neuroa- 
natomy, neurophysiology and comparative biol- 
ogy is impressive ; his interpretations of the 
symbolic aspects of structure and function of 
the CNS ingenious. Unfortunately none of 
these can be discussed in brief and it is hard] 
possible to exemplify here the author’s ee 
ology. 

This book is not for the clinician, it is for 
the theoretician among pyschiatrists, neurol- 
ogists, neurophysiologists. It is particularly 
refreshing to have a primarily biocentric ap- 
proach to the body-mind problem instead of 
the age old tortuous logocentric approaches. 
Whether the author has really accomplished 
the development of a unified theory of body 
and mind with the avoidance of all logical 
pitfalls is for future research to tell. In any 
case his is an important contribution to the 
basic sciences of psychiatry and neurology and 
the book deserves an English translation. 

H. Ornstein, M.D., 
College of Medicine, 
University of Cincinnati. 


Tue PsycuopyNamMics oF Famity Lire; D1ac- 
NOSIS AND TREATMENT OF Famity 
Tronsuips. By Nathan W. Ackerman, M.D. 
(New York: Basic Books Inc., 1958, pp. 
379. $6.75.) 


This book is by one of the pioneers of the 
integrated family approach to mental disorder. 
The firstand the last sections entitled, “Theoret- 
ical Aspects” and “Wider Perspectives” re- 
spectively appear to this reader the most 
important parts of the book because the author 
permits himself here to present more clearly 
his own views on the treatment possibilities 
and research methods in this complicated field. 

The main parts of the book, devoted to the 
clinical aspects of family diagnosis and treat- 
ment, are more uneven and difficult to follow 
because of the changing focus and levels of 
abstraction. Thus the reader is led from a 
chapter concerned with the assessment of the 
disturbed child within the family setting to 
a discussion of disturbances in parental care 
and then back to problems of adolescents 
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which in turn is followed by a small chapter 
on psychosomatic illness and family disturb- 
ance. While all these chapters are worth while 
in themselves and illustrate the author’s wide 
range of clinical experience and interest, they 
do not hang together too well for the reader, 
and it is difficult to remain oriented with re- 
gard to the different techniques or clinical 
settings in which the material was obtained. 
There is a core of 50 families which have 
been studied by the author and his collabo- 
rators, but it is not clear to what extent in- 
dividual chapters are concerned with the entire 
sample, or parts of it or, possibly, patients out- 
side this group. Much of this material had been 
previously published and the effort to weld 
these different presentations into a continuum 
is not entirely successful. All the same, the 
book is a most important and welcome publi- 
cation for everybody concerned with family 
treatment and research. 
STEPHEN FLeEck, M.D. 
New Haven, Conn. 


CONCEPTUAL AND METHODOLOGICAL PROBLEMS 
IN Psycuoanatysis. Edited by Leopold 
Bellak, M.D. (Monograph from Annals of 
the New York Academy of Sciences, Vol. 
76, Art. 4, pp. 971-1134. $2.75.) 


Dr. Bellak has compiled 5 papers and dis- 
cussion held under the auspices of the New 
York Academy of Sciences in 1959. The first 
3 are concerned with the Libido theory. 
Thomas Szasz takes issue with what he thinks 
are some of the implications to be derived 
from Freud’s “Three Contributions to the 
Theory of Sex.” Among these implications, 
according to Szasz, are that it (a) opens the 
way to the creation of a diversity of different 
instincts and drives, (b) makes human sexual 
behavior dependent upon anatomical and phy- 
siological factors in such a way as to leave 
little room for the understanding of the psy- 
chic contribution to that behavior, (c) suffers 
from an implicit moral view as to what con- 
stitutes normality, and (d) that Freud did 
not understand the role of object-relationship 
of the ego. 

Dr. Alfred Stanton’s “Propositions Concern- 
ing Object Choices” is the second contribution 
in which he summarizes 9 statements about 
object choices and discusses some of the 
difficulties we have with refinement of terms. 
These terms, it seems, cannot be refined as 
far as we would wish without further pro- 
ductive research. But this does not mean they 
cannot serve us. It need no longer be assumed 
that a concept to be useful must be “defined” 


in terms of the operations used to measure it, 
and it certainly need not be observable ; it 
needs only to be related by some kind of theo- 
retical construction to something that is ob- 
servable. The concluding paper in this group 
is Pumpian-Mindlin’s : Propositions Concern- 
ing Energetic-Economic Aspects of Libido 
Theory : Conceptual Models of Psychic Energy 
and Structure in Psychoanalysis. 

The two papers: “The Unconscious” by 
Bellak, and “The Structural Model” by Ostow 
conclude this monograph. 

The constantly recurring theme and prob- 
lems raised in these papers and more particu- 
larly in the discussions are the mutual inter- 
action of empirical data on theory, and theory 
or conceptual models on observation. To keep 
these constantly in mind is no simple task for 
presenter, reviewer or reader. “What one may 
discover through a microscope and what is the 
nature of the microscope are two different 
areas of investigation” Ekstein is quick to point 
out in his lucid discussions of two of the 
papers. 

The monograph cannot be viewed in a way 
which can indicate adequately the rich content 
of the papers and their discussion. I would 
not even say they can be “read” with ease 
but those who will “study” them cannot help 
emerging from the effort the better for their 
labor. 

Epwarp C. Apams, M.D., 
Berkeley, Calif. 


Tue Sace or Sex. A Lire or Havevock 
By Arthur Calder-Marshall. (New York : 
G. P. Putnam’s Sons, pp. 292, ills., 1959. 
$5.00. ) 


The publication of this book in 1959 marked 
the centenary of the birth of Havelock Ellis. 
The author had spent some two years “in ex- 
ploring and reliving this long and puzzling 
life.” Ellis had died at 80. 

Of the several biographies of Ellis in ex- 
istence this is the fullest and most satisfactory 
as a straightforward account from birth to 
death, with some data as to family background 
and considerable material relating to the vari- 
ous persons, male and female, who had filled 
significant places in Ellis’s life. 

He had been given the name of Henry 
Havelock, the hero of the Indian Mutiny, who 
was a relative on his mother’s side; but 
dropped the Henry and was henceforth known 
as Havelock Ellis. 

Calder-Marshall was greatly assisted in writ- 
ing this book by Mme. Frangoise Delisle who, 
in 1917, a young French women estranged 
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from her husband and wrought upon by the 
evil circumstances of World War I and by dif- 
ficulties of livelihood too, had come to Have- 
lock Ellis for help. She knew he had helped 
others in distress and he had invited her to 
come. That meeting seemed to them both like 
the intervention of a kind providence. Fran- 
coise fell in love with the patriarch with the 
spreading snowy beard and the flowing mane 
and he with her. Two decades and more they 
spent together. They were the happiest years 
in both their lives. This period is well docu- 
mented in Mme. Delisle’s memorial volume 
Friendship’s Odyssey, from which as well as 
from Ellis’ autobiography My Life and from 
many conferences with Mme. Delisle the au- 
thor of the present work draws freely. (The 
name Delisle will be recognized as an anagram 
for D’Ellis. ) 

Havelock Ellis’ literary range was vast, 37 
of his books on many subjects, were published 
during his lifetime, and several, including My 
Life, posthumously. The Dance of Life (1923) 
he particularly valued as best setting forth his 
“philosophical outlook on life.” This book had 
a surprising and unique experience ; it became 
a best seller and went through many editions. 
His fame rests largely however on his Studies 
in the Psychology of Sex (7 volumes). The 
first volume in this series (on Inversion) was 
brought out in England and resulted in a law- 
suit with Ellis and the publisher as defendants 
for producing a “filthy” book. The series was 
published in Germany and later in the United 
States. 

In his discussions with Mme. Delisle, Calder- 
Marshall records that there was one point of 
disagreement—re religion. He declares that he, 
the author, is a Christian and Frangoise seemed 
to think he was trying to read Christianity into 
Havelock’s teaching. “One thing I will not 
tolerate” she said, “is that you should try to 
pretend that Havelock was a Christian.” In 
My Life Ellis records that in his ‘teens he went 
through a religious phase not uncommon in 
adolescence. But he was an omniverous reader 
and “it was in the course of my reading that I 
slid almost imperceptibly off the foundation of 
Christian belief.” Frangoise, who was with him 
to the end, knew that he didn’t get back on. 

The marriage arrangements of Havelock Ellis 
and Edith Lees were perhaps unique in the 
records of this function. Though married, they 
were to maintain their separate existences, 
privacy and financial responsibility. Edith paid 
one-half of the cost of the wedding ring. They 
were to live in separate abodes, visiting each 
other only occasionally. They were married in 
the Registry Office. “Then,” Havelock records, 


“we each returned to our bachelor homes.” 

Ellis’ absorbing interest in sex problems 
dated from adolescence when be became con- 
cerned about the question of his own virility. 
In marriage he condoned his wife’s various 
Lesbian attachments knowing that as a sex 
partner he was not a very satisfactory husband. 

In addition to inversion Mrs. Ellis was of a 
cyclothymic constitution. She was forever busy, 
often to the point of exhaustion. She gave lec- 
tures at home and in the United States and 
was overjoyed by the attention she received. 
There were also periods of deep dejection, 
sometimes with abrupt transitions, and there 
were two or three suicidal attempts. Toward 
the end of her life her agitation became more 
severe and the need of hospital treatment had 
to be considered. Fearing that her husband 
might have her committed as a mental patient 
she insisted on a legal separation. Such an in- 
strument was actually drawn up and husband 
and wife signed it before witnesses. Then they 
went out and had lunch together. It was not 
intended that the legal action would make the 
slightest difference in their manner of living ; 
but it gave assurance to the wife that her hus- 
band now had no power to place her in an 
institution. 

Mrs. Ellis died in 1916 and was cremated. 
Havelock and two friends witnessed the con- 
summation. “As I gazed at that beautiful sight, 
at that vast and seemingly liquid mass of 
golden intense heat . . . my pain . . . was 
merged into joy at the glory of the vision . . 
that one whose spirit in life . . . had been a 
flame, should pass from the world in actual 
flame, a chariot of fire, to rise with the air, and 
to become one with the panorama of sky and 
sea.... 

At this time Havelock Ellis considered that 
he was an old man. The study and writings to 
which he had dedicated his life had been done. 
He felt that death might be near. In a sense 
the old life was finished. But unexpectedly, 
the following year, a new life began, for the 
first time a complete life, with that remarkable 
person Frangoise Delisle—a Wahlverwandt- 
schaft, if ever such there was—and it lasted 
twenty-three years. 

He had attained to a state of mind that one 
commentator spoke of as a “cathedral calm,” 
despite the inner tensions that through so many 
years had painfully beset him. 

At the close of his book Calder-Marshall 
wrote : “Havelock Ellis anticipated no survival 
after his death except in the hearts of those 
who loved him. This was not because he dis- 
liked the idea of life after death, but because 
he found it scientifically inconceivable.” 
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The author gracefully dedicated his book to 
Frangoise Delisle, the woman who helped him 
make it. 


C. B. F. 


PSYCHOHYGIENISCHE VORLESUNGEN. Erne Ern- 
FUEHRUNG IN THEORIE UND PRAXIS DES 
SEELISCHEN GESUNDHEITSSCHUTZES. (Lec- 
tures on Mental Hygiene. An Introduction 
into Theory and Practice of the Preserva- 
tion of Mental Health.) Edited by Heinrich 
Meng. (Basel and Stuttgart: Benno 
Schwabe & Co., 447 pp., 1958.) 


This is a collection of 40 lectures discussing 
ever so many facets of mental hygiene. The 
editor, Heinrich Meng, is emeritus professor 
of mental hygiene at the University Basel 
(Switzerland). Ordinarily, editors compose the 
introduction and the finale of such books. In 
this instance Dr. Meng did not only this, but 
contributed 14 lectures of his own, reaching 
from historical remarks via the mental hygiene 
of the pubescent and grown-up to that of the 
bodily damaged patient. Kallmann—New York 
wrote on Genetics, Eugenics and Mental Hy- 
giene ; Stengel—Sheffield on attempt at suicide 
and its relationships to suicide. Mental hygiene 
in Public Health is presented by Brockington— 
Manchester. Riggenbach—Préfargier reports 
about mental hygiene in the Swiss army. A 
theologian, professor van Oyen—Basel, took 
over the fortieth lecture on religion and mental 
hygiene. With the jurist (meantime deceased ) 
Reiwald—Genf, the editor, in addition to all his 
already mentioned pieces, discussed the pro- 
phylaxis of crime. Dr. Meng was the leading 
mental hygienist in Switzerland during his ac- 
tive years with the university. This volume is, 
in fact, a monument to him, his ideals and 
achievements. 

EucEN Kaan, 
Houston, Tex. 


PsycHoLtocy as Appiiep To Nursinc. By 
Andrew McGhie. (Edinburgh and Lon- 
don: E. and S. Livingstone Ltd., 1959, 
pp. 238. $4.50.) 


This book is addressed primarily to student 
nurses, although the author hopes it will be 
useful to all nurses. 

It is written in 4 parts; The Development 
of Personality, Human Motivation, Interaction 
with the Environment and Social Groups, Part 


1 is the longest and most detailed section of the 
book. Personality development is discussed 
through childhood, adolescence, adulthood and 
old age. In the chapter on childhood the nor- 
mal psychological characteristics are first de- 
scribed, and at greatest length, as the basis for 
understanding human behavior; this is fol- 
lowed by a discussion of certain psychological 
disorders of childhood, and finally a considera- 
tion of the child in hospital. The same ap- 
proach is used for the other chronological 
periods. Chapter II, Adolescence, is particular- 
ly valuable, both because it has, we believe, 
had less attention in the teaching of nurses 
than childhood and old age are now receiving, 
and because the student nurse is herself a late 
adolescent. 

Part III, which is a discussion of learning 
and thinking, is valuable not only for its con- 
tent but because this aspect of psychology also 
has received comparatively little attention in 
psychology courses in the nursing curriculum, 
which have tended to be centered almost en- 
tirely on the emotions. 

The author questions certain current as- 
sumptions for which he feels there is very in- 
complete evidence, and gives his reasons. For 
instance, on the question of keeping the baby 
in the nursery except at the time of feeding, he 
says that since the child cannot form a per- 
manent relationship with the mother in the first 
6 months, separation in a nursery is unlikely to 
have “any effect on the newborn infant who 
probably is content to leave the anxiety to the 
psychologist.” Rigid insistence on breast-feed- 
ing in all cases is also questioned. 

It may surprise many nurses to read that 
their uniform is seen by the author as one of 
the causes of fear in the child entering the 
hospital for the first time. 

The style is simple and clear, but the ma- 
terial is not over-simplified. The summaries 
and the questions at the end of each chapter 
are valuable. In conclusion the author states 
his hope that his readers will not “passive- 
ly accept every statement without further 
thought.” This is a warning which is needed 
by nurses, 

This book is a very useful over-all view of 
the subject, which will not only be helpful im- 
mediately to the nurse but which should also 
lead to further study. 

Nettie R.N., 
School of Nursing, 
Univ. of Toronto 
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IN MEMORIAM 


PETER JACOB FROSTIG, M.D. 
1896-1959 


Dr. Peter Frostig died of coronary occlu- 
sion in Los Angeles on October 21, 1959, 
at the age of 63. He occupied a prominent 
position in psychiatry in California; his 
contributions are known to many psychia- 
trists throughout the world. 

Dr. Frostig was born in Belz, Poland, on 
March 25, 1896. He received his medical 
degree at the University of Vienna in 1921. 
Art criticism, psychology and philosophy 
were among his early interests. His post- 
graduate training in psychiatry and neu- 
rology was obtained under the guidance of 
Wagner Jauregg and in close association 
with Schilder, Gerstman and Economo. His 
classmate Otto Fenichel gave him a brief 
didactic analysis. Afterward Dr. Frostig 
himself practiced psycho-analysis for some 


years, during which he enjoyed the person- 
al friendship of Alfred Adler. 

From 1924 to 1932 he practiced psychi- 
atry in Lwow, Poland, and began his re- 
search career there. He was superintendent 
and medical director of the Psychiatric In- 


stitute, “Zofioka,” Warsaw, Poland, from 
1932 to 1938. During his administration the 
Institute affiliated with the Medical School, 
and the government commissioned him to 
write a Polish textbook of psychiatry under 
rather unusual conditions. For four months 
of each of four successive years he visited 
and worked at psychiatric centers in Eu- 
rope, gathering material for the book, 
which appeared in two volumes in 1932. 
In this way he came in contact with Krae- 
pelin and Bumke in Munich; Bonhoeffer, 
Birnbaum, C. and O. Vogt in Berlin; M. 
Minkowski and Eugene Bleuler in Zurich. 
In Marburg he worked under Kretschmer, 
and was close to Eugene Minkowski in 
Paris. 

While in Poland, Dr. Frostig published 
a number of papers in Polish and a mono- 
graph in German on “Das Schizophrenie 
Denken,” based on studies in the phenome- 
nological school of Husserl. He had a stand- 


ing invitation to present clinical seminars 
(in which he excelled) at the University of 
Vienna, where he also published research 
studies. In 1936 Prof. Otto Poetzl, successor 
to Wagner Jauregg, suggested that Dr. Fos- 
tig start an experimental series to parallel 
that of Sakel on the effect of large doses of 
insulin in schizophrenia. He standardized 
insulin shock therapy on 1,000 cases of 
schizophrenia. The report was published in 
Polish, German and French and translated 
by Dr. Joseph Wortis for the American 
Journal of Psychiatry and Archives of Neu- 
rology and Psychiatry. This standardization 
has been widely accepted. 

In June, 1938 he was invited to this 
country to present his data and the tech- 
niques of insulin shock treatment at the 
Harlem Valley State Hospital, where he 
met Dr. Harold Himwich. Dr. Frostig had 
made a beautiful analysis of the behavioral 
changes of insulin hypoglycemia and noted 
that the symptoms did not come in a hap- 
hazard way but were associated in a series 
of syndromes. Then he and Dr. Himwich 
found that the syndromes had relation to 
the decrease in CMR, some coming with a 
relatively small fall and others only with a 
profound decrease in CMR. To test this 
hypothesis they gave smaller or larger 
amounts of glucose so that they could arouse 
patients from greater depression of CMR to 
higher levels. They noted that the symptoms 
changed from those associated with the 
more profound depression to those with 
smaller decreases of CMR and vice versa, 
for after they had metabolized the small 
amount of glucose administered, CMR 
would fall again and more profound levels 
of CMR were again associated with the 
signs noted in deeper hypoglycemia. These 
results were published in 2 papers. 

While Dr. Frostig was Dr. Himwich’s 
guest, the latter received an invitation from 
Tom Douglas Spies to study brain metabo- 
lism in patients with pellagra and Dr. Fros- 
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tig was one of the group to go down to 
Birmingham. The work there resulted in at 
least 2 publications, one with Tom Spies 
and Dr. Himwich on CMR and the other 
chiefly on the clinical side with Tom Spies 
alone. 

Dr. Frostig was offered a research position 
. by Dr. Langley Porter, Dean of the Medical 
‘School at the University of California. This 
was as a result of Dr. Aaron J. Rosanoff's 
invitation to introduce insulin treatment in 
the California State Hospital system. 

The premature death of Dr. Rosanoff 
and the outbreak of World War II inter- 
fered with the plan to modernize the treat- 
ment of acute mental disorders. This was 
already under way at Camarillo, Patton and 
Stockton State Hospitals. During this period 
in California, Dr. Frostig wrote a mono- 
graph which summarized the results of his 
research in insulin shock treatment. Al- 
though accepted for publication on behalf 
of the University of California by Doctors 
Bowman and Rosanoff, and later recom- 
mended to Dr. Nolan D. C. Lewis and the 
Masonic Fund by Dr. Adolf Meyer, the 
monograph was never published. Rising 
printing costs and a lessening of interest in 
insulin coma therapy were regrettable cir- 
cumstances. 

In 1945, Dr. Frostig spent a year in New 
York in order to obtain a medical license. 
He returned to Patton State Hospital in 
1946. Unable to resume his prewar pro- 
gram, he resigned in 1947 to engage in 
private practice in Los Angeles. Here he 
exerted an important influence on his col- 
leagues as a recognized scholar and teacher. 


He was on the staff of the Cedars of Leba- 
non Hospital, taught at the College of 
Medical Evangelists, and was consultant in 
the Department of Psychology at the Uni- 
versity of Southern California. 

He leaves behind his wife, Marianne 
Frostig, Ph.D. in educational psychology ; 
a daughter, Mrs. Anna Marie Miller, and 
a son, Thomas. 

Dr. Frostig was a source of inspiration to 
many psychiatric colleagues in California. 
He acquainted us with the rich heritage of 
European psychiatry. Since he was a per- 
sonal friend of several world leaders in 
psychiatry, his scientific discussions were 
often enlivened by delightful anecdotes 
about these individuals and their work. He 
was a kind and dedicated person, a student 
of the first order, but unfortunately World 
War II interrupted his most productive 
scientific activities. In this country he pi- 
oneered as one of the discoverers of electro- 
narcosis therapy and was considered a fore- 
most authority and researcher in insulin 
shock therapy. 

The foregoing factual summary of Dr. 
Frostig’s scientific and professional contri- 
butions does not reflect adequately the 
warm sympathetic insightful and keen hu- 
man being. To his students, patients and 
friends, he was always a source of great 
inspiration and called forth from them deep 
affection and loyalty. Those who knew him 
intimately miss him as a generous friend, a 
gifted healer, a stimulating colleague and a 
broad-visioned humanitarian. 

Eugene Ziskind, M.D., 
Esther Somerfield-Ziskind, M.D. 
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To relieve anxiety...especially when 
agitation is the dominant feature 


Thorazine®, a fundamental drug in 


brand of chlorpromazine 
psychiatry — the action of ‘Thorazine’ has a distinctive 


sedative component, calming agitated patients without impairing 


mental acuity. Overactive, hostile symptomatology can be rapidly 
overcome, promoting receptiveness to therapy and better adjust- 


ment to social demands. 
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-LROCHE }, 5 mg and 10 mg 


x6 A THE SUCCESSOR TO THE TRANQUILIZERS 


successor in specificity: relieves anxiety, agitation and tension, and 
liberates the patient from destructive fears. 


successor in safety: not encumbered by depression, lacks autonomic 
or extrapyramidal side effects. 


successor in versatility: covers the entire meprobamate area of therapy 
plus a significant portion of the phenothiazine area plus the difficult 
middle ground between the two. 


successor in effect: acts with remarkable promptness; preserves mental 
acuity; produces a feeling of well-being, and a broadening of interest. 


Consult literature and dosage information, available on request, before 
prescribing. 


Published reports on Librium: 1. 1. H. Harris, Dis. Nerv. System, 21:(Suppl.), 3, 1960. 
" andall, ibid., p. 7. 3. J. M. Tobin, I. F. Bird and D. E. Boyle, ibid., p. 11. 
A. Bowes, ibid., p. 20. 5. J. Kinross-Wright, I. M. Cohen and J. A. Knight, ibid., p. 23. 
H. Farb, ibid., p. 27. 7. C. Breitner, ibid., p. 31. 8. I. M. Cohen, Discussant, ibid., p. 35. 
A. Constant, ibid., p. 37. 10. L. J. Thomas, ibid., p. 40. 11. R. C. V. Robinson, ibid., 

. 12. S. C. Kaim and I. N. Rosenstein, ibid., p. 46. 13. H. E. Ticktin and J. D. Schultz, 
ibid., p. 49. 14. J. N. Sussex, ibid., p. 53. 15. I. N. Rosenstein, ibid., p. 57. 16. D. C. English, 
Curr. Therap. Res., 2:88, 1960. 17. T. H. Harris, J.A.M.A., 172:1162, 1960. 18. G. L. Usdin, 

J. Louisiana M. Soc., 112:142, 1960. 19. I. N. Rosenstein and C. W. Silverblatt, paper read at 
Pan American Medical Association, 35th Anni y Cong Mexico City, Mexico, May 2-11, 
1960. 20. K. Rickels, ibid. 21. N. Toll, Dis. Nerv. System, 21:264, 1960. 


LIBRIUM® Hydrochloride—7-chloro-2-methylamino-5-phenyl-3H-1,4-benzodiazepine 4-oxide hydrochloride 
ROCHE LABORATORIES « Division of Hoffmann-La Roche Inc. 
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oF grand mal 


seizures 
with 


“MYSOLINE 


margin of safety 


CLINICAL EVALUATION OF 486 EPILEPTIC 
PATIENTS® SHOWED THAT: 


In patients who had received no previous anti- 
convulsant medication, ‘‘Mysoline’’ therapy alone 
provided marked improvement to complete con- 
trol of major motor attacks in the majority of 
patients. 

In patients only partially controlled with maximum 
dosages of other anticonvulsants, the addition of 
“Mysoline”’ therapy was followed by marked im- 
provement to complete contro! of grand mai at- 
tacks in 39% of the patients. 

in patients refractory to maximum dosages of 
other anticonvulsants, “‘Mysoline”’ employed 
alone provided marked improvement to complete 
control of major motor attacks in 34% of the 
patients. 
In 39 patients with mixed seizures, ‘‘Mysoline’’ 
provided imp: it to marked control in 49% 
of the patients. 


AYERST LABORATORIES 


The dramatic results obtained with “Mysoline”’ 
advocate its use as first choice of effective and 
safe therapy in the contro! of grand mai and 
psychomotor attacks. 


Literature on request. 


*Livingston, S., and Petersen, D.: New England J. 
Med. 254:327 (Feb. 16) 1956. 


SPECIAL POTENCY NOW AVAILABLE 


New 50 mg. small-dose tablet offers prac- 
tical approach to dosage adjustment for 
initiation/combination/and ‘‘transfer’’ 
therapy in selected cases. Available on 
prescription. 


Supplied: 0.25 Gm. (250 mg.) scored tablets, bot- 
ties of 100 and 1,000. Also 50 mg. scored tabiets 
to facilitate dosage adjustment, bottles of 100 and 
500. 


* New York 16, N.Y. © Montreal, Canada 


“Mysoline” is available in the United States by rf with ten: 
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cases when other drugshave failed”, 

its Tong, eumplative action is unusually 

usually enables the physician to continue the 

(quarterscored), 2 hottles of 100 and 100000 

(Moderator): Bull. NewYork Mead. Med:32:202,1956. 


in private practice 


Stelazine’ 


brand of trifluoperazine 


is an effective adjunct 
in the treatment of 


chronic anxiety 


A psychiatrist once said: If you can reach 
them and hold them, you can remit them. 


‘Stelazine’ can help you to reach, hold and 
bring to remission patients suffering from 
chronic anxiety. 


‘Stelazine’ is particularly effective when 
anxiety is expressed as apathy, listlessness 
and loss of drive. As ‘Stelazine’ works to 
penetrate these defense mechanisms, pa- 
tients become more capable of responding 
to psychotherapy and counselling. 


On ‘Stelazine’, most patients promptly ex- 
perience relief of anxiety and a subsequent 
restoration of drive and improved mental 
outlook. 


See MD USA in color on the March of Medicine, 


Fri., May 27, NBC-TV 
(see your newspaper for time and channel) 


KLINE & 
FRENCH 


leaders in psychopharmaceutical research 


THIORIDAZINE HCI 
specific, effective tranquilizer 


provides highly effective tranquilization, 
relieves anxiety, tension, nervousness, 
but is virtually free of such toxic effects as 
jaundice 
Parkinsonism 


blood dyscrasia 
dermatitis 
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greater specificity of tranquilizing 
action results in fewer side effects 


Virtual freedom of Mellaril 
from major toxic effects is 
due to greater specificity 
of tranquilizing action 
—divorced from such 
“diffuse” effects as anti- 
emetic action. 


“Moderate to marked improvement in psychomotor behavior was obtained 
with Mellaril in 17 of the 22 cases in this series. In addition, there was 
complete elimination of extrapyramidal activity in 15 of 18 patients who had 
manifested Parkinsonian symptoms with the drugs previously employed. Our 
observations indicate that Mellaril is equally effective, or more so, than other 
phenothiazines in the treatment of various psychiatric disorders, but has a 
distinctly lessened tendency to induce extrapyramidal stimulation. In our 
experience, this is a significant contribution to the more effective manage- 


ment of larger numbers of disturbed patients.’”* 


Supply: MELLARIL Tablets, 10 mg., 25 mg., 50 mg., 100 mg. 


*Khakee, A., and Hess, G. F.: Metlaril in the Treatment of Chronically Disturbed Patients: With Special SANDOZ 
Reference to Reduced Extrapyramidal Complications, Am. J. Psychiat. 116:1030 (May) 1960 
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24 NEW BOOKS FOR THE PSYCHIATRIST 


Dominick A. Barbara~-PSYCHOLOGICAL © Alfred Katz—PARENTS OF THE HANDI- 


AND PSYCHIATRIC ASPECTS OF 
SPEECH AND HEARING. Pub. date Oct. 
60, 756 pp., $19.50 


Robert C. Bensing and Oliver Schroeder, Jr. 
—HOMICIDE IN AN URBAN COMMUN- 
ITY. Pub. date Nov. ’60, 208 pp., 78 il., 84 
tables, $8.75 


Eli M. Bower—EARLY IDENTIFICATION 
OF EMOTIONALLY HANDICAPPED 
CHILDREN IN SCHOOL. Pub. date Sept. 
60, 136 pp., 24 il. (Amer. Lec. Paciato- 
gy), $5.50 


H. S. Burr-THE NEURAL BASIS OF HU- 
MAN BEHAVIOR. Pub. date Dec. ’60 


Arthur C. Carr, et al—THE PREDICTION 
OF OVERT BEHAVIOR THROUGH THE 
USE OF PROJECTIVE TECHNIQUES. 
Pub. date Oct. 60, 192 pp., 23 il. (Amer. 
Lec. Psychology), $6.75 


Robert Cohn—THE PERSON SYMBOL IN 
CLINICAL MEDICINE : A Correlation of 
Picture Drawing with Structural Lesions of 
the Brain. Pub. date Nov. 60 


Alberto Fois-THE ELECTROENCEPHA- 
LOGRAM OF THE NORMAL CHILD 
(Translated by Niels L. Low). Pub. date 
Dec. 60 


James J. Gallagher—THE TUTORING OF 
BRAIN-INJURED MENTALLY RE- 
TARDED CHILDREN : An Experimental 
Study. Pub. date Nov. ’60, 224 pp., 28 il. 


Malinda Dean Garton—PRACTICAL 
METHODS FOR TEACHING THE ED- 
UCABLE MENTALLY RETARDED. Pub. 
date Jan. 61 


A. Hoffer and Humphry Osmond—THE 
CHEMICAL BASIS OF CLINICAL PSY- 
CHIATRY. Pub. date Oct. 60, 272 pp., 1 il. 
(Amer. Lec. Living Chemistry ), $8.50 


Morris Val Jones—BABY TALK. Pub. date 
July ’60, 104 pp., 9 il., $4.50 


Jerome Kagan and Gerald S. Lesser—CON- 
TEMPORARY ISSUES IN THEMATIC 
APPERCEPTIVE METHODS. Pub. date 
Jan. 61 


CAPPED: Self-Organized Parents’ and 
Relatives’ Groups for Treatment of Il] and 
Handicapped Children. Pub. date Dec. "60, 
about 168 pp. 


Alexander H. Leighton—AN INTRODUC- 
TION TO SOCIAL PSYCHIATRY. Pub. 
date Nov. ’60, 108 pp., $4.75 


| John M. Martin-JUVENILE VANDAL- 


ISM : A Study of Its Nature and Prevention. 
Pub. date Dec. ’60, about 197 pp., 12 il. 


Merlin J. Mecham, Martin J. Berko, and 
Frances G. Berko-SPEECH THERAPY IN 
CEREBRAL PALSY. Pub. date Oct. ‘60, 
320 pp., 71 il., $10.00 (Amer. Lec. Speech 
and Hearing) 


1 Myer Mendelson—PSYCHOANALYTIC 


CONCEPTS OF DEPRESSION. Pub. date 
Sept. ’60, 182 pp., $6.50 


Robert N. Rapoport-COMMUNITY AS 
DOCTOR : New Perspectives on a Thera- 
peutic Community. Pub. date Dec. ’60 


1 James J. Reinhardt-THE MURDEROUS 


TRAIL OF CHARLES STARKWEATHER. 
Pub. date Sept. 60, 192 pp., 22 il. (Police 
Science Series), $5.75 


Albert Scheflen—ON PSYCHOTHERAPY 


OF SCHIZOPHRENIA. Pub. date Jan. 61 
(Amer. Lec. Psychology ) 


O Jerome M. Schneck—A HISTORY OF PSY- 


CHIATRY. Pub. date May "60, 204 pp., 5 
il., $5.50 


| Philip Schwartz—CEREBRAL APOPLEXY 


TYPES: Causes and Pathogenesis. Pub. 
date Feb. 61 (Amer. Lec. Objective Psy- 
chiatry ) 


) J. M. Tanner—STRESS AND PSYCHIAT- 


RIC DISORDERS. Pub. date Aug. ’60, 160 
pp.. 19 tables, $5.75 


J Jerome Tobis and Milton Lowenthal—EVAL- 


UATION AND MANAGEMENT OF THE 
BRAIN-DAMAGED PATIENT. Pub. date 
Dec. '60, about 105 pp., 36 il. 


CHARLES C THOMAS e PUBLISHER 301-327 East Lawrence Avenue SPRINGFIELD e ILLINOIS 
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‘SMITH 
KLINE & 
FRENCH 


helping you keep control 
of the patient 
during psychotherapy 


Compazine ‘0. of prochlorperazine 


In the psychiatric management of amxiety, ‘Compazine’ tends 
to normalize emotional responses and often displays an alerting effect. 
Both actions are major aids in maintaining the patient’s cooperation 
with your psychotherapeutic program. 

Wilcox! affirmed that ‘Compazine’ “paved the way for the therapist 
to keep control of the patient”. and helped the patient “to cope with 
situational problems and to. compensate for handicaps” during 

the course of therapy. 


1. Wilcox, F.; Prochlorperaziné in. Hospitalized: and. Private 
Psychiatric Patiénts, Dis. Nerv. System 19:118 (Mar.) 1958. 


Smith Kline & French Laboratories. leaders in. psychopharmaceytical 
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remove the depression with new @ on 
a true antidepressant Nardil 


brand of phenelzine dihydrogen sulfate 


rapidly effective —antidepressant response corrective—helps remove the depression, 
often within a few days; complete remission rather than merely masking the symptoms... 
usually within 2 to 6 weeks, in 4 out of 5 restores the mild-to-deeply depressed patient 
patients.’ without institutionalization and without re- 
low toxicity—no significant reports of tox- course to ECT in most cases.'”” 

icity to liver, blood or kidneys.’ simple dosage—1 tablet 3 times a day. 


. { 
ay 


INDICATIONS: Mild to severe depressions, depressions 
associated with chronic diseases such as angina pec- 
toris and rheumatoid arthritis. Improves the depressed 
phase of affective (manic-depressive) psychosis, and 
relieves the depression of catatonic schizophrenics, al- 
though not affecting the psychosis per se. SIDE EFFECTS: 
Occasional postural hypotension and infrequent nau- 
sea, ankle edema, delayed micturition or constipation 
are managed by appropriate adjunctive therapy, or 
dosage reduction. posAGE: One tablet three times a 
day. After remission, reduce to a maintenance level of 
1 or 2 tablets a day. suppLiep: Orange-coated tablets, 
each containing 15 mg. of phenylethylhydrazine pres- 


ent as the dihydrogen sulfate. Bottles of 100. caUTION: 
Nardil should be withheld or used with extreme cau- 
tion where the patient has a history of liver disease or 
liver damage is present. Hypotensive patients should 
be under close medical supervision. 


REFERENCES: 1. Sainz, A.: Ann. New York Acad. Sc. 80:780, Art. 3 (Sept. 
17) 1959. 2. Thal, N.: Dis. Nerv. System 20:197 (May, Pt. 1) 1959. 
3. Saunders, J. C., Kline, N.S., et al. : Am. J. Psychiat. 
116 :71, 1959, 4. Arnow, L. E.: Clinical Med. 6 :1573, 
1959. S. Dickel, H. A., et al.: Clinical Med. 6 :1579, 
1959. 6. Dunlop, E.: Rhode Island M. J. 42 :656, 1959. 
7. Sainz, A.: Dis. Nerv. System 20 :537, 1959. 8. Sar- 
wer-Foner, G. J., et al.: Canad. M.A.J. (in press) 
1959. 9. Hobbs, L. FE: West Virginia M. J. (in press) 
1959. 10. Dunlop, E. Dis, Nerv, System (in press) 1959, monnis wa 
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Lift the depression with Marplan. Marplan has been shown to 
be considerably more potent than certain other amine oxidase 
regulators. While clinically such increase in potency has hereto- 
fore been associated with increased side effects, Marplan strikes 
a happy balance of potency/safety. Marplan has shown mark- 
edly fewer of the side reactions of the hydrazines (such as 
orthostatic hypotension, constipation, jitteriness, peripheral 
edema, skin rash). Moreover, throughout the extensive clinical 
investigations, no liver damage has been reported. Marplan is an 
amine oxidase regulator, however, and like all of these agents, 
it is contraindicated in the presence of liver or kidney disease. 


Indications range from moderate to severe psychiatric disorders 
with associated symptoms of depression, withdrawal or regres- 
sion. Marplan is also valuable as an adjunct in psychotherapy 
to facilitate the patient's responsiveness. Complete literature 
giving dosage, side effects and precautions is available upon re- 
quest and should be consulted before prescribing. 


Supplied: 10-mg tablets in bottles of 100 and 1000. 


Bibliography: 1. H. F. Darling, W. Kruse, C. F. Hess and M. G. Hoermann, Dis. 
Nerv. System, 20:269, 1959. 2. G. C. Griffith, Clin. Med., 6:1555, 1959. 3. R. B. 
Ford, H. E. Branham and J. J. Cleckley, ibid., p. 1559. 4. H. Azima, H. Durost, D. 
Arthurs and A. Silver, Am. J. Psychiat., 116:453, 1959. 5. L. Alexander and S. R. 
Lipsett, Dis. Nerv. System, 20:( Suppl. ), 26, 1959. 6. H. F. Darling, Am. J. Psychiat., 
116:355, 1959. 7. A. L. Scherbel and J. W. Harrison, Ann. New York Acad. Sc., 
80:( Art. 3), 820, 1959. 8. L. O. Randall and R. E. paseo, ibid., PS 626. 9. G. Zbin- 
den and A. Studer, ibid., p. 873. 10. O. Resnick, ibid., 26. 11. R. Robie, Dis. 
Nerv. System, 20:182, 1959. 12. A. Feldstein, H. ante oly and H. eee Science, 
130:500, 1959. 13. L. O. Randall and R. E. Bagdon, Dis. Nerv. System, 19:539, 
1958. 14. W. Hollander and R. W. Wilkins, in J. H. Mover, Ed., Hypertension, Phila- 
delphia, W. B. Saunders Co., 1959, p. 399. 15. 1. Kimbell and A. Pokorny, paper read 
at Symposium on Newer Antidepre ssants and Other Psychotherapeutic Drugs, Galves- 
ton, Texas, Nov. 13-14, 1959. 16. D. Goldman, ibid. 17. 2: E. Oltman and S. Fried- 
man, ibid. 18. G. Zbinde on, ibid. 19. G. C. Griffith and R. W. Oblath, ibid. 20. H. 
Freeman, ibid. 21. W. B. Abrams, A. Bernstein, V. D. Mattia, Jr., R. J. Floody and 
L. O. Randall, Scientific Exhibit, American Medical Association Meeting, Atlantic City, 
N. J., June 8-12, 1959. 22. KR. W. Oblath, paper read at American Therapeutic Society, 
60th Annual Meeting, Atlantic City, N. J., June 6, 1959. 23. S. L. Cole, ibid. 24. 1. 
Kimbell, Jr., paper read at Cooperative Chemotherapy Studies in Psychiatry, 4th Annual 
Research Conference, Memphis, Tenn., May 20-22, 1959. 25. L. O. Randall and R. E. 
Bagdon, Second Marsilid Symposium, Chicago, May 8, 1958. 26. W. B. Abrams, D. W. 
Lewis and M. C. Becker, paper read at the International Symposium on Catecho- 
lamines in Cardiovascular Pathology, Burlington, Vt., Aug. 23-26, 1959. 27. H. I. 
Russek, Angiology, to be published. 


MARPLAN —brand of isocarboxazid 


Mi | D ca Nn 
LABORATORIES 
Division of 
Hoffmann-La Roche Inc. 
Nutley 10,N. J. 
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for proved antidepressant effect— 
both rapid and prolonged 


DEXAMYL® SPANSULE® 


brand of dextro amphetamine 


and amobarbital 


brand of sustained release capsules 


‘Dexamy!’ has been used successfully for 
over a decade, and in sustained release 
form for more than six years. Just one 
‘Dexamyl’ Spansule capsule, taken in the 
morning, provides daylong therapeutic 
effect. And mood elevation is usually 
apparent within 30 to 60 minutes. 


‘Dexamyl’ is of significant value in 


depressed and verbally inhibited pa- 
tients. Drayton' states, “Not only does 
[‘Dexamyl’| exert a direct mood effect, 
so that the shadow of depression is lifted, 
but it also results in making the patient 
more approachable and communicative.” 


1. Drayton, W., Jr.: Pennsylvania M. J. 54:949. 


leaders in 


psychopharmaceutical research 
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BOOKS 


DRUGS AND BEHAVIOR 


Edited by LEONARD UHR and JAMES G. MILLER, both of the Mental Health Research 
Institute, University of Michigan. In view of the importance which psychoactive drugs 
have assumed in the practice of medicine and psychiatry, it is essential that reliable, 
accurate methods be developed for the assessment of the effects of a given drug. This 
book is a “progress report” on the search for precise, objective experimental methods 
for determining the behavorial effects of psychoactive drugs on human beings. The 
papers included in the book are of two general types: articles discussing general theoret- 
ical and methodological issues involved in psychopharmacological research and reports 
of specific researches conducted by the contributors. Several of the articles suggest and 
describe new methods and techniques which promise to be of great value in future drug 
research. The general index offers a brief description of the action and known effects of 
each drug mentioned in the book. 1960. Approx. 608 pages. Prob. $12.00. 


RORSCHACH PSYCHOLOGY 


Edited by MARIA A. RICKERS-OVSIANKINA, University of Connecticut. Containing 
the contributions of 17 authorities in the field, this book is the first to examine the 
Rorschach method as a problem in general psychological thinking rather than as a vehi- 
cle for diagnostic or descriptive information about human personality. Research findings 
and theoretical postulates developed in other areas of psychology are used to explore 
the intrinsic meaning of Rorschach variables. Each chapter is handled by an author for 
whom the particular topic constitutes a major research interest. The book endeavors to 
enhance the conceptual precision of the basic test variables, detect and delineate gaps in 
present knowledge, and indicate important topics for future research. 1960. 483 pages. 
$8.50. 


THE PSYCHOLOGY OF CHARACTER 
DEVELOPMENT 


By ROBERT F. PECK, University of Texas, and ROBERT J. HAVIGHURST, University of 
Chicago; with RUTH COOPER, JESSE LILIENTHAL, and DOUGLAS More, all of the Uni- 
versity of Chicago. Develops a new, systematic theory of character development which is 
based on modern psycho-dynamic principles. The theory has developed from—and been 
tested by—trigorously conducted research studies in which the concepts of “depth” psy- 
chology were combined with rigorous and sophisticated research methods. The explana- 
tion of character development given in the book is comprehensive, and takes into account 
both motivational and environmental factors. The book can also serve as a valuable 
source for reliable, accurate methods of assessing personality and character structure. In 
addition, the authors cite factual evidence pointing toward a true science of ethics based 
on the observable needs and reactions of human beings to various kinds of situations. 
1960. Approx. 304 pages. Prob. $6.50. 


Send for examination copies. 


JOHN WILEY & SONS, Inc. 
440 Park Avenue South New York 16, 
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that takes 
the 


out 
saving 


Setting aside part of your money 
for savings isn’t easy these days. 
But there’s one sure way: save 
some of it before you get it. You 
simply ask the company where 
you work to set aside any amount 
you wish every payday for U.S. 
Savings Bonds. The Payroll Sav- 
ings Plan makes sure it goes into 
savings before you can dribble it 
away. And after you’re in the 
plan for a while, you don’t even 
miss the amount that’s been put 
away for you. 


You save without having to learn how! 


Savings pile up almost by themselves when you 
buy Bonds on the Payroll Savings Plan. 


NOW every Savings Bond you own —old 
or new —earns 44% more than ever before. 


WHY U.S. SAVINGS BONDS ARE SUCH A GOOD WAY TO SAVE 


You can save automatically with the |§ Your money can’t be lost or stolen. 


Payroll Savings Plan. You can get your money, with inter- 


You now get 334% interest at ma- St, anytime you want it. 

turity. You save more than money, you help 
You invest without risk under U.S. | Your Government pay for peace. 
Government guarantee. Buy Bonds where you work or bank. 


You save more than money with 
U.S. Savings Bonds 


The U.S. Government does not pay for this advertising. The Treasury 
Department thanks The Advertising Council and this magazine for their 
patriotic donation. 
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Founded in 1904 


HIGHLAND HOspPITAL, Inc. 


ASHEVILLE, NORTH CAROLINA 
Affiliated with Duke University 
A non-profit psychiatric institution, offering modern diagnostic and 
treatment procedures—insulin, electroshock, psychotherapy, occupational 
and recreational therapy—for nervous and ‘mental disorders. 
The Hospital is located in a 75-acre park, amid the scenic beauties of the 


moky Mountain Range of Western North Carolina, affording excep- 
ical and nervous rehabilitation. 


tonal opportunit ts 
The OUT-PATI LINIC offers diagnostic services and thera- 
hes treatment for selected cases desiring non-resident care. 
R. CHARMAN CARROLL, M.D. ROBT. L. CRAIG, M.D 
JOHN D. PATTON, 
Clinical 


A MODERN HOSPITAL FOR INTENSIVE PSYCHIATRIC TREATMENT 


Owned and Operated by The Anclote Manor Foundation—A Non-Profit Organization 
SAMUEL G. HIBBS, M.D. — PRESIDENT 
Dynamically Oriented For: Individual Psychotherapy, Group Psycho- 
therapy, Therapeutic Community, All Somatic Therapies « Large Staff 
Trained for Team Approach * Supervised Recreational Program 
Medical Director Consultants in Psychiatry 
Lorant Forizs, M.D. Samuel G. Hibbs, M.D. Arturo Gonzalez, M.D. 
Clinical Director Samuel Warson, M.D. Roger E. Phillips, M.D. 
Walter H. Wellborn, Jr., M.D. Zack Russ, M.D. Melvin Gardner, M.D. 
Director of Training Walter Bailey, M.D. Martha McDonald, M.D. 
Peter J. Spoto, M.D. Robert Steele, M.D. 
TARPON SPRINGS, FLORIDA - VICTOR 2-1811 
Approved by American Psychiatric Assn., Accredited by Joint Commission on Accreditation of Hospitals 
Member National Assn. of Private Psychiatric Hospitals, American Hospital Assn., Florida Hospital Assn. 
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1220 DEWEY AVENUE WAUWATOSA 13, WISCONSIN 


j A DYNAMICALLY ORIENTED HOSPITAL FOR THE 
| TREATMENT OF MENTAL AND EMOTIONAL ILLNESSES 


For information write to Department of Admissions 
Tel. No.: Bluemound 8-2600 


ESTABLISHED 1884... BOOKLET ON REQUEST 
Fully Accredited 


OF 14 UNITS 


LOUDEN HALL 


Neuro - Psychiatric Service 


SHOCK THERAPY — IN AND OUT PATIENTS 
ELECTRO - ENCEPHALOGRAPHY - IN & OUT SERVICE 
SPECIALIZED TREATMENT FOR ALCOHOLICS 


GENERAL HOSPITAL FACILITIES ON THE GROUNDS 


THE BRUNSWICK HOSPITAL CENTER, INC. 
AMITYVILLE, L. I., NEW YORK 


AMityville 4-0053 
New York City Tel. MUrray Hill 3-7012 
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An Introduction to 
Psychoanalytic Research 


by Kenneth Mark Colby 


One of the active investigators today in the search for ways to buttress the scientific 
underpinnings of psychoanalysis is Kenneth Mark Colby, Research Chairman of the 
San Francisco Psychoanalytic Institute. 

Deploring the scant progress made by psychoanalysis in developing a precise 
scientific approach in research and the teaching of research, Dr. Colby here proposes 
methods for adapting and incorporating, within the accepted psychoanalytic frame- 
work, techniques of scientific observation, experimentation and verification. 

Closely reasoned, lucidly written, An Introduction to Psychoanalytic Research is 
a volume of primary importance for professionals in the field and for students of 
serious psychoanalytic literature. November; $3.00 


BASIC BOOKS, PUBLISHERS 


59 Fourth Avenue, New York 3, N.Y. 


DIAGNOSIS - TRAINING - TREATMENT 
for the Mentally Retarded Child 


SIX COMPREHENSIVE PROGRAMS: 


@ Observation and Diagnosis e Custodial Care 


e@ Education and Training e Summer Program 


e Residential Supervision e Psychiatric Treatment Center 


The Training School at Vineland, New Jersey is a private non-profit residential center 
for the care and treatment of mentally retarded boys and girls two years and older with 
a mental potential of six years. Outstanding professional staff conducts electroencephalo- 
graphic, and neurological examinations; individual psychiatric, physiological, and speech 
studies and therapies. 


Self-help is stressed. The children are given formal classroom instruction and 
encouraged to develop practical habits, attitudes and work skills. The educational pro- 
grem aims at maximum development. 


The children enjoy homelike surroundings in attractive cottages on a 1600-acre 
country estate. Facilities include a private hospital, school, lake, swimming pools and a 
working farm. The Training School Research Laboratory is famed for continuous study 
of causes, prevention and treatment of mental retardation. Established 1888. Full infor- 
mation will be furnished on request. Write: Registrar, Box N. 


THE TRAINING SCHOOL AT VINELAND, NEW JERSEY 
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THE BRETT SCHOOL 


DINGMANS FERRY, PENNSYLVANIA 
In the Foothills of the Poconos 


Intensive, highly individualized personal training for a small 
group of girls over five years of age. Carefully chosen staff. 
Special modern teaching techniques and program of therapeutic 
education. Varied handicrafts, cooking, nature study and field 
trips. Outdoor games, picnics and other activities. Comfortable, 
homelike atmosphere. Close cooperation with family physician. 
70 miles from New York City. 


Diceceors s/ Frances M. King, formerly Director of the Seguin School References 
Catherine Allen Brett, M.A. Telephone Dingmans Ferry 8138 


The Children’s Service 


Outpatient consultation, evaluation and treat- 


Rosent 6. ment for infants and children of grade school to 
SWITZER, M.D. 


omecron 18. Residential treatment for elementary grade 


children with emotional and behavior problems. 


The Menninger Clinic 


TOPEKA, KANSAS 


Ty/; BOOKS ON CHILD PSYCHIATRY 


THE PSYCHOANALYTIC STUDY OF THE CHILD 
Edited by Ruth S. Eissler, Anna Freud, Heinz Hartmann, 
and Marianne Kris 

Vols. I, II, V, VI, VII, VIII, IX, X, each $7.50 

Vol. III/IV $10.00 

Vols. XI, XII, XIII, XIV, XV, each $8.50 
DISCUSSIONS ON CHILD DEVELOPMENT 

World Health Organization 

Vols. I, I, Ill, IV, each $5.00 
PSYCHOTHERAPY OF THE ADOLESCENT 

By Benjamin Harris Balser $5.00 
RESIDENTIAL TREATMENT FOR THE DISTURBED CHILD 

By Herschel Alt $7.50 
NEW FRONTIERS IN CHILD GUIDANCE 

By Aaron H. Esman $4.00 
PATTERNS OF MOTHERING 

By Sylvia Brody $7.50 
THE PSYCHO-ANALYTICAL TREATMENT OF CHILDREN 

By Anna Freud $2.50 
PARENT GUIDANCE IN THE NURSERY SCHOOL 

By Margarete Ruben $2.00 


INTERNATIONAL UNIVERSITIES PRESS, INC. 
227 West 13 Street New York I1, N. Y. 
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An advanced 
psychiatric 
Research and treatment 
clinic in suBuRBAN 
montreal. 


A fully accredited, 140 bed 

— modern psychiatric hospital 
with an integra 

biological and dynamic 
psychotherapeutic program, 


Set amidst stately grounds, 
with planned occupational 
and recreational therapy, for 
the patient's comfort 

and enjoyment. 


Affiliated with the University 
of Montreal Department 

of Psychiatry, for under 

and post-graduate training 
of residents, psychologists, 
social workers and 
psychiatric nurses. 


Brochures and rates on request. 


ALBERT 


4 


555 GOUIN BOULEVARD WEST, 


MONTREAL 9, CANADA. 


IMPORTANT 


We are in urgent need 
of obtaining the 


January, 1893 


issue of the 


American Journal 
of Psychiatry 
(Volume 49 No. 3) 
We will pay 
$5 


each for the first five copies 
received in this office. 


Send to: 

Austin M. Davies, Bus. Mgr. 
American Journal of Psychiatry 
1270 Avenue of the Americas, Rm. 1817 
New York 20, New York 


Only Royal Universal Safety Sides offer 3-position flexi- 
bility and 10-second installation. Royal's exclusive inter- 
mediate position gives firm support to patients getting 
in and out of bed. Ambulant patients are free to come and 
go, secure from accidental roll-outs. Easy finger-tip adjust- 
ment moves sides up for full protection, down below 
mattress level for free access and easy housekeeping, too! 
Plunger locks securely in all three positions. Easy installa- 
tion—just 10 seconds on any Royal spring. Durable satin 
chrome finish. State size of spring when ordering, and 
write to Royal for full information on the complete Safety 
Side story. ROYAL METAL MANUFACTURING COMPANY, 
Dept. 32-K, One Park Avenue, New York 16, N. Y. In 
Canada—Galt, Ontario. SHOWROOMS: New York, Chicago, 
Los Angeles, San Francisco, Seattle, Galt, Ontario. 
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HOSPITAL FURNITURE 
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SANITARIUMS and PRIVATE HOSPITALS 


BALDPATE, INC. 
Geo. Fleetwood 2-2131 Georgetown, Mass. 
Located in the hills of Essex County, 30 miles north of Boston 
For the treatment of 
psychoneuroses, personality disorders, psychoses, alcoholism and drug addiction. 


Definitive psychotherapy, somatic therapies, pharmacotherapy, milieu-therapy under 
direction of trained occupational and recreational therapists. 


Harry C. SoLtomon, M.D. GeorGE M. SCHLOMeR, M.D. 
Consulting Psychiatrist Medical Director 


THE EMORY JOHN BRADY HOSPITAL 
401 SOUTHGATE ROAD, COLORADO SPRINGS, COLORADO 


MElrose 4-8828 


For the care and treatment of Psychiatric disorders. 
Individual and Group Psychotherapy and Somatic Therapies. 
Occupational, diversional and outdoor activities. 
X-ray, Clinical Laboratory and Electroencephalography. 


E. James Brapy, M. D., Medical Director 
C. F. Rice, Superintendent 


Francis A. O'DONNELL, M. D. RicHARD L. Conpe, M. D. 
RosBert W. Davis, M. D. H. C. Hosss, Ph. D. Clinical Psychology 


BRIGHAM HALL HOSPITAL 
CANANDAIGUA, NEW YORK 


Individual psychotherapy, occupational and recreational programs, shock 
therapy, selected cases of alcoholism and addiction accepted. 


Special consideration for Geriatric cases. 
HOWARD W. BERG, M.D., Medical Director 


COMPTON SANITARIUM 


820 WEST COMPTON BOULEVARD COMPTON, CALIFORNIA 
NE 6-1185 — NE 1-1148 


Member of American Hospital Association and National Association of 
Private Psychiatric Hospitals 


High Standards of Psychiatric Treatment Serving the Los Angeles Area 
Fully Approved by Central Inspection Board of APA 
Accredited by Joint Commission on Accreditation of Hospitals 


G. CresweLyt Burns, M.D. Heten Ristow Burns, M.D. 
Medical Director Assistant Medical Director 
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FAIR OAKS 


Incorporated 


SUMMIT, NEW JERSEY 


A 70-BED MODERN, PSYCHIATRIC HOSPITAL FOR 
INTENSIVE TREATMENT AND MANAGEMENT OF 
PROBLEMS IN NEUROPSYCHIATRY 


20 MILES FROM NEW YORK CITY TELEPHONE CRestview 7-0143 
OscAR ROZETT, M. D. THOMAS P. PROUT, JR. 
Medical Director Administrator 


THE HAVEN SANITARIUM INC. 
ROCHESTER, MICHIGAN 


M. O. Wo re, M.D. RALPH S. GREEN, M.D. GRAHAM SHINNICK 
Director of Psychotherapy Clinical Director Manager 


A psychoanalytically oriented hospital for the 
treatment of mental and emotional’ illnesses. 


Telephone: OLive 1-9441 


WINDSOR HOSPITAL Established 


A Non Profit Corporation 


CHAGRIN FALLS, OHIO 


A hospital for the treatment of Psychiatric Disorders. Booklet available on request. 


CHestnut 7-7346 1898 


JOHN H. NicHo.s, M. D. G. PAULINE WELLS, R. N. HERBERT A. SIHLER, JR. 
Medical Director Administrative Director Secretary 


MEMBER: American Hospital Association - Central Neuropsychiatric Hospital 
Association - National Association of Private Psychiatric Hospitals 


ENTER NEW SUBSCRIPTIONS AND RENEWALS ON THIS FORM 


AMERICAN JOURNAL OF PSYCHIATRY 
1270 AVENUE OF THE AMERICAS, ROOM 1817 
New YorK 20, New YorK 


Enclosed herewith is $ for one year's subscription to the AMERICAN JOURNAL 
OF PSYCHIATRY beginning with Volume 


ADDRESS 
SIGNATURE 


Subscription $12.00 a year or by the Volume. Foreign Postage $1.00 extra. Canada and South 
America Postage $.50 extra. New Volume began July 1960 issue. 
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CHESTNUT LODGE 


DEXTER M. BULLARD, M.D., Medical Director 
MARVIN L. ADLAND, M.D., Clinical Director 
OTTO A. WILL, JR., M.D., Director of Psychotherapy 
DONALD L. BURNHAM, M_.D., Director of Research 


CLINICAL ADMINISTRATORS 


MARTIN COOPERMAN, M.D. 
JOHN P. FORT, JR., M.D. HARRY L. HINSON, M.D. 
ROBERT W. GIBSON, M.D. MICHAEL A. WOODBURY, M.D 


ASSOCIATES 
CHARLES A. BAKER, M.D. CLARENCE G. SCHULZ, M.D. 
CLAY F. BARRITT, M.D. HAROLD F. SEARLES, M.D. 


JOHN L. CAMERON, M.D. JOSEPH H. SMITH, M.D. 
MILTON G. HENDLICH, M.D. BARBARA S. SOKOLOFF, M.D. 
JOHN S. KAFKA, M.D. WILHELM P. STIERLIN, M.D. 
BERL D. MENDEL, M.D. YVONNE VAN der REYDEN, M.D 
PING-NIE PAO, M.D. NAOMI K. WENNER, M.D. 


CLINICAL PSYCHOLOGIST 
MARION I. HANDLON, Ph.D. 


INTERNISTS 
CORINNE COOPER, M.D GEORGE SHARPE, M.D. 


ROCKVILLE MARYLAND 


Keep and protect your Journals in this new 


VOLUME FILE CASE 


ATTRACTIVE 
INEXPENSIVE 
SERVICEABLE 


Note new price: $3.50 each 


Please add 25 cents postage for each 
file ordered 


ORDER DIRECT FROM 


AMERICAN JOURNAL OF PSYCHIATRY 

1270 Avenue of the Americas 

New York 20, N. Y. 

WHEN ORDERING PLEASE SPECIFY VOLUME NUMBERS 
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announcing “limo OVdll: 


Brand of Prothipendy] hydrochloride 


completely new calmative 


for the temperamental for the emotional 
older patient teen-ager 


Specifically developed for active patients in need of calm- 
ing without the ‘‘slow-down”’ of sedatives or the hazards 
of many tranquilizers. “rrmovan” offers a new range of 
safety and effectiveness in the relief of tension in the 
ambulatory patient, notably the adolescent and the 


geriatric. Particularly valuable in conditions in which 
excessive emotional response complicates therapy, as in 


dermatoses and allergies.’* 


DOSAGE: One or two tablets three 
or four times daily. Depending on 


¢ Reduces excessive response to 
irritating stimuli. 
Stabilizes the autonomie 
nervous system. 
Nonhypnotic, yet improves 
sleep pattern. 
No sensitivity reactions or 
toxicity reported. 
Has not given rise to drug 


tolerance even on prolonged use. 


Nonaddictive. 
e Preferred to barbiturates. 


AYERST LABORATORIES 


New York 16, N. Y. © Montreal, Canada | : 


age of patient and severity of 
symptoms, dosages ranging from 
100 mg. to 400 mg. daily (in di- 
vided doses) have been used effee- 
tively and safely. 


CONTRAINDICATIONS: Not to be 
used in eases of acute aleoholism 
or barbiturate poisoning. 


SUPPLIED: “TIMOVAN” No. 739 — 
25 mg. tablets. No. 740 — 50 mg. 
tablets. Bottles of 100 and 1,000, 


REFERENCES: 1. Medical Records of Chemie 
werk Homburg A/G. 2. Linke, H.: Munchen. me 
Wchnschr. 100:969 (June 20) 1958. 3 
V.J.,Von Horn, L., and Schliep, H.: Psychiat 
Neurol. 135:197 (Mar.) 1958. 4. Medical Rec 
ords of Ayerst Laboratories. 
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DEVEREUX SERVES 
THE ATYPICAL CHILD 


SINCE ITS FOUNDING almost fifty years ago, the following types of chil- 
dren have benefited most from the multidisciplined rehabilitation program at 
Devereux Schools: 

1. Emotionally disturbed children of normal or superior intelligence who have 
difficulty adjusting to the conventional school setting. 

2. Pre-psychotic and psychotic children at all levels of intellectual capacity who 
can benefit from intensive individual therapy. 

3. Children with specific education disabilities, such as aphasia or reading, 
visual, speech, or auditory handicaps. 

4, Children who have brain injuries. 

5. Educable mentally retarded children with or without emotional difficulties. 


Exhaustive pre-enrollment evaluations of each child determine his placement 
in one of the twenty-two separate school-units located in Pennsylvania, California, 
and Texas. Highly individualized academic, commercial, and vocational programs 
are conducted under skilled supervision. 


CLINICAL STAFF 


J. Clifford Scott, M.D. Lance Wright, M.D. , 
Edwin H. Abrahamsen, M.D. F. Ellsworth Henry, S.T.D. 
Aurelio Buonanno, M.D. Milton Brutten, Ph.D. 
Charles M. Campbell, Jr., M.D. William J. Cohen, Ph.D. 
Fred J. Culeman, M.D. Dorothy E. Conrad, Ph.D. 
Ruth E. Duffy, M.D. Sidney L. Copel, Ed.D. 
William F. Haines, M.D. Shirley M. Jahnson, Ph.D. 
Robert L. Hunt, M.D. Noel Jenkin, Ph.D. 
Richard H. Lambert, M.D. John R. Kleiser, Ph.D. 
Leonardo Magran, M.D. Murray Levine, Ph.D. 
Joseph J. Peters, M.D. Henry Platt, Ph.D. 
Jacob S. Sherson, M.D. Edgar A. Smith, Ed.D. 
Albert S. Terzian, M.D. George Spivack, Ph.D. 
Walter M. Uhler, M.D. Herbert A. Sprigle, Ph.D. 
Tirso L. Vinueza, M.D. Anne Howe, M.S. 
Kenneth E. Evans, B.S. 


Psychoanalytic Consultants 
G. Henry Katz, M.D. Herbert H. Herskovitz, M.D. 


SCHOOLS 


THE DEVEREUX FOUNDATION COMMUNITIES 
A nonprofit organization Founded 1912 CAMPS 


Devon, Pennsylvania TRAINING 
Santa Barbara, California Victoria, Texas RESEARCH 


HELENA T. DEVEREUX Professional inquiries for Eastern Schools should 

Administrative Consultant be directed to Charles J. Fowler, Director of 

Admissions, Devereux Schools, Devon, Pa.; for 

EDWARD L. FRENCH, PA.D. Pacific Coast Schools, to Keith A. Seaton, Reg- 

Director istrar, Devereux Schools in California, Santa 

Barbara, Calif.; Southwestern residents address 

WILLIAM B. LOEB Devereux Schools in Texas, Box 336, Victoria, 
Treasurer Tex. 
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